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carbon atom bonded to the amide group] or a pharmaceutical^ 
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(57) Abstract: A compound represented by 
the formula (I): (I) [wherein R x represents 
-S(0) p -A, -S-(0) q -B, or -O-D (wherein p and 
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compound. The compound has glucokinase activity and is useful for diabetes, diabetic nephropathy, diabetic retinopathy, diabetic 
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y^>*-;i/g, ¥?>>-)m, ^/'jjn, -fy*/u^s> *^y*ux^s, 
+y^iJ-M, y>;ij-;i/i, ^>x-r^^/u;i/S, 

-T5^7bfUv;i/S, ^>V7^-;i/S, t75 1| JyZJH, 1, 2 -^>yV 

wens. 

rAD^r>^j ta, ^i^«7^mn^, itmm^ urnic^ 3^7^-? 

^a'^-t^s^^u toXMtJ-friJiM^Mk* ^Mjw^-ois^ 
yntr;^;i/A^E<;i/S, ^vfuM)Vt!)Vn^)vm, ^JU^JW^-om, 
s e c -y^MJW^JV^ t e r t -y^;l/^;PA^;US^i^tff,n 

So 

r^^7;wi^;iyw;i-Xj ttt, H-x«s^-sMfB®M7;i/+;p» 

syS£;t»U M^«X^;P75/S, X5=-;i/75y«, y*ot:;i/75y«, 
•1-y:/0^7$y*> y^75/S, sec-»75/l3ttttert 

-y^;u75 ys^wstis. 

v^n tf;i/75 y y 5p;u:7°d n;i/7s yxxttiM V7d tr;u7S y 
r7^;wu75y& tit, 7$y«o 7 jc^ii^MlB7^;i/+;i,STty 

S&^nfcSSr^fcU 0i;!LfcM>$?;U7$y£, 7x-^X^7$;SXfi 

2 -yx-;ux^;i/7$ys^^^e,n^ 0 
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g^$nfcS^«u, &m$z?'<>P)i72.;M, ^yxzjvxws;! 
^^S^itfens. 

bfcS^MU, f>j^^>> ? ;i/*;i/^x;u*, 7xxjpx^;i^ji/fc;i/S^ 
^Wens. 

r7^;wi/#;w\^;i^j *;i/A* ; &i';u*(D7xmj^^Mi37^;i/ 
*;i/ST^/gm£nfcS£;ti*u mtf^vji^w^-r;!^, 7xx;u 

r7U-;i^:*gj ttt, ^-;i/S©7X^^»l57U-;i/S-esMLfc 

tfens. 

3ttfcS£«i*U «^7i-^75/i, ^7^;U75/«, k*7xX;P7 

££*ftU fll*.fc£7xx;i,;ui^x;i,g, ±7^x;u*x;ug^#tfsn 
r7U-;i/7;i/*x;i/^>'Sj *ttas©*#iR^s«nE7U-;i'^;i' 

r7 u -;i/7;^x;v75 yatj 75/ gvymmwmmr u-;u7 
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. r7U-;^;P7 7^6-f;H6j 7>;i/7j ; e<^S©7K^JlW7U-;i/ 

^77^^, t*7x-K;i/7 7^ iHWtf en^. 
r7U-;w*;p/w;v*j ^;w\^-r;p*©7K^W7U-;u«T 

-f;w», t*7x-;^;i/A^-r;PS^#^sti§ 0 
r7a-r;i/*j wi37U-;i«i:*;i/^;u*t^iB'&i/fc**St*b, 

^^7x-ji/^;utj?-ji/^^^*, ^-7?;i'*;^^;u^'>»^^tfe»ns. 

r7;i/^7<;u*j KrlB7;wws«i:^;^-;wSi:^^LfcS^ 
ftu flfctf^^&^affxji/S, x^;wj;w*x;Wk 7u\d)W)Vtf-)m, 

y 7d tf;^;i/fc;i/7 5 7 «^W£>ti5. 

r7;wi/7;i/7 7 ; e-r^Sj t», ^;P7 7 ; E'r;V'So**JS ; ?*«miB7;p 
;P77^^i, 7ntf;i/7;i/7 7 : e-r;^ ^v7nt?;i'7;u77 ; E<J!/^ 

r^7;^;i-7;i/7 7 : &'f;i'Sj fctt, 7;i/7 7 : e'r;i'S©7Km^^BtiiB7 
;i'7;i/7 7 ; e-r;us, ^?;i/X5 t ;i/x;V7 7 ; E-i';u^^#^e>n, &7)V*ji 
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;i/#x;i/gT?t/fi&£n;fcg£ic*u ^j^.{^^;i/7,;i/^x;u75/s, x 
x;u7a/SW#tfe>ns. 

yn tf;i/#;^x;ug, -f y^o £;kfr;i/#x;v£^#*tfsns. 
^y7 p ntf;^^b<«y?;wSX«TIE!S (VIII) 

^r^^v M Me H 2 H 2 h 2 

(VIII) 

L<tt-rv^Dtf;i/Sx«TiB^: (ix) 
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(IX) 

r»«CDC3-C9©UMb**a6j fc'tt, MlBIJMt***©^ ***3 75 
gttt© C 3 - C 9 ©SWfcTM&Si: LTte, »£©&*» 3 TiM 9 ©ffift&fbjc 

-S (O) p-A, -S (0) q-B£fe«-0-D^^To 
Ate, R 10 T?«ifeSftTV>T'&«kV>iMB©C 1 - C 1 0 7;V^1/S$^t. 

ao rac«©ci-ci0 7;WP*j iitit WAfcfcwwk x^;j/g, 

*&A©It«©C 1-C 1 0 7MJHtt> R 10 ©^b7K^ai:^bT, ff 
*b<tt3 75S7©lil«igS^LWT'bJ:K RAOSSKjfitUTtt, 
«->^d^dk;pS, yi?D^M, i^n^>3MU^ ^pa+J/^ ~> 



WO 03/080585 



17 



PCT/JP03/03656 



-fV^Pfc^l/g, 7>;l^ ->^7 0^>5 : JkSXtt->^ D^yJl/S 1/ 

*?)V&. x^S, yatf;^, 77°pfc?;i/*> ->^p^>^S, -> 
)V*u*^jvm. /\u¥>m^ tHP^i/S, S«oC3-C9 

BtikfrmM* T^jwm. N-77)i3r)V7s.ym, n. n-v7^;m^p7 
5/S> 77Wt+->S, 7^;w^;^xji/S, n-77;wwjwi 
^ivVg, 7U-;ps, 7U-;i^«, n-tu-^ts/s, 7U-;i^* 
7U-;^;u*x;i/S, 7U-;vxju^x;p^v'^ n-7U-;px;u 

p-r;^, 7p^->*, C2-C67W;^M, N-c2-c67;u^y-r 

;U75/S, Cl-C67^WtX, N-Cl-C6 7WXJl/7 7 : &'f 
N, N-y-Cl-C67J^M^77^;H. C1-C67W 

7>)V7j~)V& ci-c6 7;i/*;^*-;n, n-ci-c6 7j^;^ 

;i//js-;U75y», Cl-C6 7J^^yS, C l-C6 7;^^>AMrjl/ 
SXteC 1 - C 6 7;WU75 7 **«T. 

X, ~>77X, hU7;^P^^;P^ Any>If, tKP 

£#0«SftC3-C9fczfc*S, 75;^^ 7U-;i/S, 7n-fJl/ 
7D^yS, Cl-C6 7Jl/WtS, Cl-C67;P3+ySXttCl 
-C6 7;PP^F">*^x;PST?*0, R 113 «**IFy\ EiOCl-C67 

StJR©<a5ftC3-C9^7K*ai, 0 1-0 6 7^^ C1-C67 
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A't^M^yX^m ~>7/*5PJl^ ->7/yot!;^ 

t kp*->x3MUS. #;m^>;m^;1/S, ft^tf^v^x^i^ l, 2— 
v?^ddx^;1/S> S-yn^yotfji/S, 2-^00x^8, i^u:/cit: 

^x^;i/*> 7i^« *>V)V& hvyjvjrutT-iim. 7x^i/;vs, 
x^;^*-;*^;^ t7h^iW^ ^^;i/^x^;i/S> ynt:;!/^ 
-rvyn^i/^x^;^ 2-^h^'>x^;i/S, 2-th**/- 
i-^jv-x^)vm, -ryyobf^^^x^;^ ;* b^v^i^x^*^ 

£ (X) 




(5£X) 
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z/9U7 m u\Z)V*?-)V&* is9nt>9-)l,*?-)m* hVy)V*u*7-)V££V 

<»2-^>*->x5 : -;p»xtta (XI) 




i(xn 

B «R 1 °T?fi!feS ft WT fe «fc ^ r 1 2 **f. 

u;i/S, -fs^7y;Hk ^tf-yu;^ ^77U;vs, ^7v77y;i/S, 

u^xji/S, tfu^-;us, h?^7u;us, i^d'jm, tr^x;^ 7U 

x;PSv.bf^U^x;^ fcrnus?x;w&, ^Wj/g, -fv^yu^l, 
y-f >fu;!/S, -f^Hijjn, x5 i i/>$?^'>7xx;pat, */u;pk> tf 

kHn-rv^y Ux;PS, **>7-f 5^71);!/*, ^>7***7l);Wfc 
7^-77 l>;idk ^>7h'J77U;US, ^>777x;wsxtt^5 L U>^* 

5^7u;p», *-*u-7Ujus, ^77u;us, ^-7s?77u;«, ^ 
xx;Hk hU77U;U*> fh77U;H, trusw*, tru5vx;us, 7 
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wvu;^ ^7^7^u;i/S> hurvu;^ trusts, 

BOR I0 tbTttR lll XttR 111 T?«ife$nTViT i bJ;V^**S 
W£ b < > R 1 1 3 XfctR 1 1 3 TSM£nwr J:HSHb**ga*£ blA, 
C^T, R lll R^R ll8 ttWI3©A0R lll XttR 118 tR«« , r»*. 
Btl/ttt, MA«7i-;H, 2-^7 % /U;P«, 4-^7VU;U*> 5-^ 

77u;^, 2-^7^7yu;vs, 3-tru^;i/*> 4 -if 

2-^5*VU;l'*, 2-lf'J5y-M, 4-tfua> ? -;i/S, 5 

-tfus^-jwx, 4-^v^77u;^ 2-^iJ-yu;us, 4-**W 
u;u*> 5-**u-*/u;Wfc 2-^x-;i/*, 2-7U;Wk 
3-7U;p*, hU7 % /-;p-3->r;PS> s-t-k^/u;^ 5- a-* 

Th7 % /U;US, 2, 3-l5 : k>^y7ir:jH, 3, 4-X^l/ 
>~7t^v'7xZJH, 2, S-^U>^^yx.=.)m, 3, 4-^b 

XhU7i/u;^ s-^v^yu^s, 6-^>^7i/u;us, [i, 

3] ^77D [5, 4-b] tfUSW*, 4-^^-4H- [1, 2, 4] h 
U7y-^-3—f;i/S, l-^^-lH-f5y7-^-2--fJH, 4,. 
5-^;i/-4H- [1, 2, 4] h'J77-;i'-3-'f;i/*, 
5-hU7;i/^n^5 1 ;i/-4H- [1, 2, 4] bV7V-)l- 3— f;i/S, 5 
-jWU-.Cl. 2, 4] hU7V , -;U-3-r;Ua, 5-fh7y'JJVS, 4- 

£, 4-^ h + ^M-;MfJV7x-;H, 4->7;7x^$, 4-fc 
b'D^>7i-M, 3-*M+y7x-m 4-hU7;i/^D^5 L ;V7x 
2-^fJV5 : t7xZJH, 3-^Wt7i-;H, 4-^^;^ 
^-7x-;VS, 4-^h^'>7xpH, 3-lb^^M-^7xrjl^, 
2 h^y*M^V7x-M, 4 -^?JWJ^-Jl'7x^H, 2 - (4 



WO 03/080585 



21 



PCT/JP03/03656 



-ts)vn^)V) ?-7W)v& 2- u-JDvn^ fr**^) 9-7 w Mb* 

2- (5-SOV) 77VV)l&* 2- (5— tKD^S/^^W ?-7 s SVMb 
2- (4-%)V#*is) 2-'(4-*;P#*^) ^77U;* 

2- ^7yU^-*» 2- U-X?)V?*) ?7M)V&* 2 

- (5-FU7Ma^f;W ?770;i^ 2- (4-*Mr*>;WW 5^7 

yu;PS, 2- (4-*h^>ft;ufc;v) ^77u;wi, 2- (4 -^)V7, 

)Vfr~M 5-7WMt> 2- (5-*;WtqE<;W ?7i?7VV)V& 2- (5 
-*;U;^<;^*5/) ^7^7^/UJVS, 2- (5-5/77) ?7&7VV)V 
2- (5-kHD*'» 5=-7^7l/U;V*. 2- (5-#;i/#^» 3=T5> 
7V/U;PS, 2- ^7v7l/U;U», 2- (5-^^^) ^ 

7> ? 7 > /U;^ 2- (5-bU7;i/^0^^;U) ^7^71/0^*, 2- (5 

-^h^^^^-;i/) ^7> ? 77u;vs, 2- (5-^ h^^;vfc;u) ^75> 
77u;uak 2- (5-^^;wx;i/*^;W 5=-75?7i/u;p», 5- (3-#;u 

5 L 7> ? 77U;^ 5- O-kHD^fJW ^iWJ 

5- o-Aiw^-f^) 5^7^7yu;^ 5- U-HJ^/M-PjWW 

^7^71/U;^ 5- (3-^^;l^*) ^75?7!/U^ 5- 

*->;WM ^7^77u;u*, 5- (3-*h^#;M?~;i/) ^7^77u 

5- O-^^l/X;!/*^) ^7^7yu^s, 2- (5-A;Wtt-f 
hU77U;WS> 2- (5-i>77) hU77UAS> 2- (5-h 
FP+SoWW hU7V"JJUg, 2- (5-*;i/^'» HJ77y;i^ 2 

- (5-hU7^n^;W hU77U;idk 2- .(5 hU7 

vu;i/g> 2- (5-*h^>pWV) hU7Vu;i'S, 2- (s-^h^s^j 
hU7 > /u;i/»> 2- (5-^^;ux;i/^;0 MJ77U;W6, 2 

- (3-*;w^-r;i/) tfusw*, 2- (s-fc^wt^^i^s-o'eusw 

X, 2- (4-v77) fcTUSWg, 2- (5-th*D^» f'JvM> 2- 

(4-#;m?*-» trusts, 2- (5- h^^n^^w eu^;vs, 
2- u-jwi^) trusts. 2- (5-*h*~» eusw*, 2- (5 
-*h*3/#;v*r:;w eyswas, 2- (4-^^;u^;^-;w euswak 
2- (6-*;w^-r;w) tfu 2- (b-am^j^j/) tf 
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USv-JH, 2- C5— >7/) tf'J5v-;i/S> 2- (5-tFa^» tf 

U5vn;US> 2- (5-#,M^» kf'J^v 5 -;^ 2- 

n^^;i/) tfU5vn;i/8, 2- <.5-x.?)Vtt*?M tfus^-;^, 2 

- tfUSv^US, 2- (5-xh^v*;ufc;i/) tfU^v 
x;i/S, 2- (s-pWUtji^xiu) tfU5^~;i^ 2- u-^WS+S' 

2- (5-^cm*9M!/) ^T^/U^*, 2- ( 5 h^v^^XjM^ 

^7yu;i/»> 3- ( 5 -#;w«*$'.?ww - 1, 2, 4-hU7y-^-3 

5-tUW^^)Vt^^)V- 1, 2, 4-bU7V r -;i/-3-l' 

5 h^^fcJM^- 1, 2, 4 - h u 7 % /-;i>- 2 — r;us, 
5->'7/^5 1 ;u-i > 2, 4-hU7\/-;p-2— r;i/S> s-^^x;^ 

-JM^-l, 2, 4-hU7^-;W-2— Dm. 5-*^)lZ)V7 7-)V 

2, 4- HJ7*/-;u-2— r;i/*, 2- (s-^i/tf^*^) 
f7y7^/'JM, 2- (5-^;i//^-r;i/^v^^;i/) ?7^7yu;^, 

2- (5-*>7/';*9 1 ;W 9 t 75?7»/l);i'£, 2- ( 5 h^>#;M^i;i/* 

5=-;w 5=-7^7yu;p«, 2- (5-^^x;i/*;n;M^;i/) ?7V7Wfr 

5>;Wfc 2-tfU^^-;us, 4-tfU5^n;us, 5-tf'j 5^-;ua, 3- 
hU7 , /u;i/S, 5-xh7i/u;PS, 2, 3-^fi/>5?t^>7i-;vs, 

4-^fl^>^y7x-M, Cl, 3] ^7r/o [5, 4-b] tfUv^ 
4-^^-4H- [1, 2, 4] hU7y-;p-3— r;US, 

- 1 H--T S^ 1 /-^- 2 — f;i/S, 4, 5-y^5 1 Jl'-4H- [1, 2, 4] 

hU7 % /-;i/-3-<;^ 4-^^;u-5-huy;^o^5 1 ;u-4H- ci, 

2, 4] hU7V-;l/-3-rJ^, 5-*3MU- [1, 2, 4] h'J7V-;i/- 

3- f;wi, 4-yr;7x-;H, 4-MJ7^a^5 t ;U7xn;ua6, 2- 

^Wt7x-Jli 3-^Wt7xzM, 4-^fj^t7x-M, 

4- ^h^>7x^JH, 2-^h^y*M^7i-M, 4-^h^'>* 

Mz;v>5 1 jV7x=JWt, 4-^;k*;^-;U7x-jI'S, 2- (5-tF 
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2- (4-*h3r->;>WW) ?7V/U;US» 2- (5-5/7/) ?7^7\ZU;W 
& 2- ?7 % /U;i/*, 2- (5-* h^v^fcJl/) 

^7yu;u*> 2- (5-tHD^» 7-7V7VV 2- (5-bU7;u 

^7^7^U;i/S, 2- (5-*h**>;WW ^7^7^U^S, 
2- (5-/h^'>^;^n;V^^;W 9 t 7S?7i/U;P*, 5- (3-tKn* 

s/;ww ^vWJ^s, 5- (s-mj^m-o^ww ^7^771) ;p 

& 5- (3-* h+S/^/W ?7^7 % /U;W*, 5- (3-^h^v*;l/^ 
^75?7l/U;US, 2- (5-->7y^?;W ^7v7 % /U;^ 2- (5 
-*9-fr7>)V*-)V*?'M 9-7&7\TV)V&* 2- (5-^5 1 W7 7^ 
*?)V) ?75?7*SV)Vm. 2- (5-2/7/) MJ7VU;i^ 2- (5-fc 

Ko*ioWW h'J7 x /u;i/S, 2- (5-hU7;^o/^;i/) hU7VJ 

2- (5-*h**»wi<) hU7 > /U;^> 2- (5-^h**>*;W5 

2- (5-^7/^^) hU7 s /U;i/S> 2- (B-jWl^M^l/pWW 
MlTVlDUS, 2- (5-/3^X^7 7 -JM^) hU7\7U;^ 2- 
(4-5/7/) t!U^;i/S, 2- (5-fcHD+i/) If'JSWS, 2- (5-h 
V7)V*U*?)V) -fcfUv^S, 2- (5-/h*v) tf'Jv;VS, 2- (5 

h^^;i/#n;u) tfuswafi, 2- (5-~>7/) t! u 5 >^;i/S, 2- 

(5-t Fn^» tf U 5 2 - ( 5 - KU 7)V*U* ?)V) M U 5 5? 
D0R 12 tbTil 7i-;H, X^l^SWri/ 

t>«k7x-;i/S, tf'JSWS. ^fl/>m'>7xz;nxnx5 : i/>m 

D<JDR 10 £LTte> R lll XttR 111 T*ffc£ftTV*Tfe«U>&ft;7K* 
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k cut?, R^'xteR^'femmtmMm-z&Zo 

J^jH^St. R 2 <DR 10 tLXte, R^XteR^TS^nWTfc^ 

fct, Dtbtli ctD*™^^ {3JAtf7x^H, i-^-7^;PS> 

2- ^-7^*> 4-\£V~y)Vm. 3, 4- 
X^l^>>'^>'7x-;i/S, 2, 3-l5 1 l^>^y7xZ;H, 2, 3- 
^^l/^v^^T'x^VS, 3, 4-^5 1 l/>m>'7i-M, 4-HJ 

3 - ^;i/A^;V7xn;i/S, 4-^;un ; e-r;^^->7x-;us> 4- 

*j^t->7i-;H, 2->7/7i-M, 4-hU7MD/^7x- 

4- ^OD7xZJH, 2-7;^P7xXJl'a, 2, 4-y7Mn7 

i-jH, 3-yn^E7x-;uS, 4-kFo^>7x^S, 4-^^;i/?^- 
7x-jvi, 2-7;i/^-n-4-^5 : -;i'7;;u^-;U7x-;us, 2-*h*^- 

4-7MD7xrjH, 2-^h^>7x^M, 3-^h^>7x^I/S, 
4~* h3ris%JVtf~jl7x.-)Vm, 2-/5 : M;^-;l'7x-M, 4-7 

;i/^-n- 2 -^^;I/7n;1/*x;U7x^;i/S, 3 -*j-)\/7,)V-fc~ )iyx.~)iM. 

4- ^)vxM-)vyju-jvm, 2- (4-#;w\^-r;u) tru^g, 3- 
(5-hU7;^a^^;i<) tfu^/us, 3- (6-* h^^;i/fc;w tfu 

sws, 3-*M+v7x-ji/S, 3-^j;i/A^;u^5>^^;U7x-;i/S, 

5- kb'P^^i^HS, 4-^7/^5 1 il'7x-;H, 4-;WI^ 
t^^7xzM, 3-^fKM-;WfJl/7x;jH, 3-^h^># 
JV#^^7iSAl. 2- (5-*;V#^'» EUSWS, 3- (5-~> 

yju-M kfUv^s, 2- (5-^9=-;i/^) eusw*, 2- (4-^h 
5n«s^b<, i^.tf7xr:M, 2-HUv;^ 4-tru^;i/S, 2, 

3- ^fU>my7x"M, 3, 4-^fl/>^y7x^JH, 4- 
hU;l/S, 2-'>T/7x-Jl/^ 4-b'J7Mo/5 : Jl/7x^S, 4-7 
DD7x^S, 2-7Mn7xrM ( 2, 4-y7Mn7x~;H, 4 
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x rjn, 3- (5-hU7;^a^^;i/) t!Uv;i/*, 3- (6-^h^>-* 
)V7*~)\<m. 3-^^7;p*^7x-;h, 2- u-^b^soww 

3£ (I I) 




(II) 

±!E5£ (ID om»0X^m©^xD7U-;l/SibT«, ^J^.^2-5 1 
77U;Wi, 4-5=-77U;US, 2— fS^/U^ Z-<iV*7W)V&* 
1, 2, 4-f75?77-;W-3-'f;U*, 1. 2, 4 -^7>>77-;U- 5 - 
-fJl/*, 1. 3. 4-^7^77-^-2-^;^ 2-KU77U;i^ 2- 

^W7U;us, 3— -rv^uvu;^ tf^-;i^ 2- 
tfU5^-;^, 3-tfUH-[3, 2-d] ci, 3] ^77-;u-2— r;i/ 
£Xt±2 -^>75 1 77U;W*^WStVi. 
±155; (II) GDR 10 £LTte, R n2 X«R 112 Tfi$nWCfej;^ 

b < , r 1 1 4 x&r 1 1 4 T«&$ft wt v**fc**s# «k 0 

7U+'>I, liOC 1-C67;WI/S, Cl-CeTMJl/ftl, CI- 
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C6T)V*F)VZ)V7<(-)U&* Cl-C6 7;WX;i/^M, C1-C67 
'jVn**/& C 1 - C 6 7)Vu*r*/%)Vtf~)Vmx\ZC3 - C 6 ^D7M^ 
**->»P#*tf6*U R 114 £LTte\ «A«**JK^ %)Vtf*z/)Vm. h 
'J7MD^5 : ;H, AD^*>M^ kh*o^5>S, 7U-;WS, 7U-;i/^ 
S> itiOC 1 -C6 7;WI/S, C 1 - C 6 7 Cl-C6T;i/ 

□^sxtec i - c 6 7)\sn*ist!)v$~)v&mm\i sns. 

ffi^T, 3(H) iLTtt, «fc»m#«>K:«, 01*.tf2-^77U;Wk 2 

-<5^/u;i/S, 3— Yv^7yu;i/S, i. 3, 4-^7^77-^-2- 
-vvm. 1, 2, 4-^7^77-^-5-^;^ 2-^-y-7u;u*> -fy 
^ i /-;h3-'fjn, 2-tr^vnjua, 2 - tf u 5 v- 

2-^>7^77u;i/*> 2- (4-*;wtt-r;w ^77u;u*> 2- 
(4-^;w^-f;i/^+'» 5=-77u;uat, 2- (5-sov) ^77u;us, 

2- (4-kh*D^^W ^77U;W£, 2- 

77u;«, 2- (4-#;i/#^» ^77U;PS> 2- (5-7o*) ^77 
u;u*> 2- (5-^nn) 9=-77U;u3k 2- (5-#cm-4-pWW 5=- 
77u;us, 4- (i-^m^x^m -f7^-;p-2-f;n, 2- (4 

-/h^^WW -^77U;Wk 2- (4-hU7J^o^5 t ;W ^77U^ 

a, 2- (4—rv7ptr;i/) ^77u;^ 2- (4-^ww ^77u;us, 

4- -^77-^-2-' f;i/*, 2- 

^77U;i/«, 2- (5-hU7^P^;W 3^77 u;u£, 2- (4- 

*h*->*?\>W ^77u;i/*, 2- (4-*h*^;fr;MSx;» ^77u;«, 
2- (4-^5 t jPx;i/*=;w ^77u;i/*, 4- (4-^5 1 ;p-4h- [1, 
2, 4] bV7V-JV- 2— < r^/fiW -^77-;i/-2— r 

4- (5-^5 1 ;P-4H- [1, 2, 4] - h U 77-^- 2 — I'^-T. 

75?77u;UsK, 2- (5-#;w^;i^->) ^75^77 u;i/*, 2- (5 

—>7/) 5 L 7> ? 77U;^> 2- (5-t Kn^^^W 5 1 7^77U;U», 

2- (5-*;i/#**» ^7^77';;^ 2- (5-7che) ^7^77u;u 
2- (5-^^;u^) ?7s?77u;us, 2- (5- M)7;m-ppww 
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^7S>7Vfij;P*, 2- (5-*h^>*^;i/) ^7>>77U;i/g, 2- (5- 
77U;WI, 5- (3-*;P^'» ?7 VTW 5- (3-tFD^> 

?7^7 % /u;i'«, 5- (s-*;ww;w ^7v77u;us, 5- 
(3-hU7;^a^5 l ;w ^7v7^/u;us, 5- o-^wi^ao ^7^ 

77U;US, 5- (3-*Mr*>;WW ^7v77U;^ 5- (3-*h* 
^7^7VU;i/S, 5- (3 9-7P7W 

)VSi. 2- (4-*;w\ ,; &-r;i/) euy;n, 2- (4-*;ww;u^-» 

t£U5W*» 2- (5-~>77) tfUi^VS, 2- (S-bHo+y/^) tf 
USWS, 2- (4-*;i/^-» 2- (5-7nt) hfU^Jl/S, 

2- H'JyJH, 2- (5-Ml7;W*n^;W truvW 

& 2- (4-^h^-» trusts, 2- (4-*h*-»5p;w trusts, 
2- (4-^ h^^;ufc;i/) tfu^PS, 2- (4-^fMM-;W ii 

'JyM, 3-trUH- [3, 2-d] [1, 3 ] ?7V-)V- 2 — ( )V&. 2 
- (S-lJJM^M ^7V7VV)VM> 2- (5-iDW^)l*3rz/) J- 
7*J7WMks 2- (5—>7/) ^7v ? 7VU;i/S> 4- (6 -AWt^-f 
JW fcrU5$>— 4- (5-*^^^+^) bU5y-M> 4- (6 

-v7/) -tfU5^n;i/S, 4- (6-ti«DWf;w ) - tf u s 

s, 4- (5-#;v#*-» -tru5^-;ps, 4- (s-MJ^tf-cuww 

-trus^n;^ 4- (5-x^;^^^;w"-KU5 5?=;i«, 4- (5 

-;*^>*^;i/) -lfJ5» 4- (5-ih+y*JV«) -hf'J 

5 4- (5-^?;i/x;^-;u) -t!U5^-;i/S, 2- (5-*n 
?77U;u*. 2- (5-/ h^v^;ufc;M^;i/) ^77u;w*, 

2- (4-*J^y;MfJW?JW 5^77U;^ 2- (5-#;i/7A^ 
^tf-^jWW ^77U;US, 3- (5-* Y^y^M hU77U;Wfc 

3- (5-* hU77u;i/S, 5-*3^*;M^;i/ 
^^-1, 3, 4-^7^77-^-2— -r;i/g, 5-^^;u^^^;w-i, 
3, 4-5 1 7> J 77-;i/-2-^;i/S, s-A^tf+soWW-i, 3, 4-5P 
7s?77-;w-2— r;pat 5-#;w\*^<;!/:**^;<^-i, 3, 4-^7 
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V7V-)V-2->C)\>&* 5-z/7S*?)V-l, 3, 4 -?-7 9 J7V-fr- 2 
5-* h^^9-)V- 1, 3, 4-f7^77-;P- 2 -< jn^tssn^s 

j&*«f*l<, 2-^7yu;us> 3— rv^/u;^ 1. 3. 4-^7^7 

V-)V-2—i)Vm, 1, 2, 4-?7i?7V-)V-5-'()V& 2-l£USW 

a, 2- (4-*;w^<j^'» ^77u;i/S, 2- <5-—>7>o ^77 

U;US, 2- (5-kFD*->^) 5=-77U;P*» 2- (4-*;U^i/) 

^77u;^ 2- g=-77u;p», 2- (5-hU7;^n^ 

;w ?77u;us, 2- (4-^h^^^^;!/) ^77u;p», 2- u-*h 
^->*;i/^-;w ^77u;p*> 2- (4-^^;i/x;w^;0 ^77u;vs> 

2- (5-5/7V) ^7>?77U;^> 2- ^7^77U^ 
S> 2- (5-^h*5/*^#=;W ^7^77'JJV*, 2- (5 -^^T.^ 
^7^77U;US, 5- O-kHP+^^W ?7v77U;V«, 

5- (3-^h^>^^;i/) ^7v>77U;i/S, 5- (3-^h^>*;w^-;w 
^7^77'j;^ 2- (4-^j;ww;i/^-» trusts, 2- (5— > 

77) KUSWS. 2- (S-tKD+WJV) 2- (5-7P 

truv^s, 2- (5-hU7;i/^-a^5 L ;w) trusw*, 2- (4-*h 
*>>) truswak 2- <4-*h*5/;ww tfUv^g, 2- (4-*h* 

tfU^UX, 3-tfUK- [3, 2-d] [1, 3] ?7 X /-)V 
-2-4 )V&* 4- (6—>7V) tflUv^l^, 4- (6-kKo^v'^5 1 
JW tf U 5 VZJH, 4- (5-hU7;^a^^;W f U 5 v-^S, 4- (5 

-th^i/^JV) KU3 3>ryidk 2- ^77 u;i/*, 

2- (5-* b^>#;ufc;i/pwi/) 5^77u;i/S, 5-*5 1 ;i'X;i/#-;M 

3\>I/-1, 3, 4-^75?77-;i/-2— f;P«, 5 -jWI^:*;*^- 1 , 
3, 4-5 L 7v ? 77-;U-2-'f;l/SX«5-^ h*5/*;i'fc;M? 1 ;i'- 1 . 

3 , 4 -5 L 7^77-;u- 2 -4 )vmn$vmznz>m*& d» * u>. 

R'tt**!!??, ADy>M^XteR 10 Tfi&£ftT^T%£V>C 1 - C 6 7 



WO 03/080585 



29 



PCT/JP03/03656 



R 2 £bx&, ji^jvm. yptr;i/S, -tv/d 

5£ (I) 4>0^ (XII) 



(XII) 

T^Sft5X©X 1 RtfX 2 ^#£CHT&£ii£, x^gStHC^T&tK fr-D 
X 2 #CHTfc£^a*$?£b<, X^tfX^i&tCHT&S^^W 

R 1 ^ -S- (O) p-A, -S (O) q-BXtt-0-D§St, 
cne»©5^, -S (O) p-BXte-O-DT&SJItW^b^, 
R 2 te, TK^iM^ ADy>lS^X«R 10 'e«^nTViTt)J;^C 1 _ 10 T;i/ 

r 2 © c ! _ x o 7 ; bx&, c i - c 6 7;v*jH^s b 

(I) T3t£n5^>X75 HWH#tUTJ4, #J;ik£2-7 
5 7- 4 - 7;M*D - 5 - ( 1 -*7-)V- 1 H— f 5 PV-JV- 2 --Ol'-TJl' 
7 7-^-N-^7^/-;i/-2—r^) ^>X75h\ 2-75 7-4-7;^ 
□ -5- (1-^^-lH— Y 3 W-^- 2 --f ^-^;P7 7=UW -N- 

( 4 - 7 - 5=-7 2 -- r ;u) ^>X7S h\ 2-75/- 5 - (1- 
ih— -r$^/-;v-2— r;v-x;P77^w -n- (4 -/WFa 

^jWP- 5 L 7 , /-^-2--fJW ^>X75K, 2-757-5 - (1H- 
<3^/-Jl'-2-^;i/-^7 7-;i') — N— (4-/WKD^5/^5 1 ;|/-f 
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7V-;|/-2-fJW ^>X75h\ 2 -75;-5-^fMJl/77^-N 
-5-7 W C5, 4-b] tf U v > >- 2 — f;i/-"*>X75 h\ 2-757-5 

- (4-^-4H- [l. 2, 4] hU77-;v-3—r;i/-^;i'7 7-;w 

-N- U-^)V-^7V-)V-2-^M ^>X75F, 2 -75/- 5- 

(4H- [i, 2, 4] hU77-;p-3— -r;i/-^;P7 7-;w -n- u- 

7 ^^-^77-^- 2 --T;W ^>X75 h\ 2 -75/- 5- (5-pWI/ 

-4H- [i, 2, 4] MJ77-;i/-3— -r;p-^;p77=;w -n- [4- 
( i -7^- 1 H--r 5 2 -^;i/-^;i'7 7-;M5 : ;W -5^77 

-;i/- 2— <J1/] ^>X75 b\ 2 -757-4-7;^n - 5 - (4-/3^ 

-4H- [i, 2, 4] hU77-;i/-3— f;p-7;i/77-;w -n- (4- 

7^-^77-^- 2 — f ;U) ^>X75 H, 2 -75 /- 4-7;^P- 5 

- (4, 5-^/?;i/-4H- [1. 2, 4] HJ77-;U-3— OV-Z)V7 
7 ~)V) -N- ( 4 - / 3^- 3^7 7-Jl/- 2—010 ^>X75 h\ 2-75 
/- 5- (2, 5-^^V-2H- [1, 2, 4] h U 7V-)V- 3 — f^- 
7>;i/77-;W -N- (4-^^-^77-^-2— OV) ^>X75h\ 2 
-75/-4-7;i/^0-5- (4-/^-4H- [1, 2, 4] HJ77- 

;v-3— <;^-x^7 7-;W -n- (4-tKn*^/3 1 ;i/-3 i 77-;i'-2 

— <)V) ^>X75 b\ 2-75/- 5- (4-/3MI/-4H- [1, 2, 4] 

HJ77-;i/-3-i';i'-x;U7 7-;iO -n- (2-/^- ^77-^ -4 

— <JW ^>X75 b\ 2-75/- 5- (4-/^-4H- [1, 2, 4] 

hu 77-^-3 — r;i/-x;i/7 7-;i/) -n- (4-/ h^->7^-3 i 77 

— ;V- 2 — r;W ^>X75h\ 2 -75/- 5- (4, 5 -v/^-4H- 

[i, 2, 4] hU77-;i'-3— r;w-x;i/7 7-;u) -n- (2-/^;u- 

^77-^-4-^ ;W ^>X75h\ 2-75/-4-7;i/^n-5- (4- 

73 L ;i'-4H- [i, 2, 4] NU77-;v-3— r;i/-x;i/7 7-;i/) -n- 

(2-73 1 ;V-3 1 77-;i/-4— r;0 ^>X75b\ 2-75Z-5- (1 - 

*?)v- ih- i'5^7-;u- 2— r;i/-x;i/7 7-;u) -n- u-pwi/- 

^77-^-2-^) ^>X75H, 2 -75/- 5- (4 -/3^l/- 4H- 

[i, 2, 4] hU77-;i'-3— i';i/-x;i/7 7-;t') -n-9 l 77d C5, 
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4-b) t£U5?>-2— <;1/-^>X75 b\ 2-757-5- 

1H-- T5^l/-;P-2— f ;i/-X;P77-;V) -N-^TVo [5, 4-b] 

tfUv ? >-2— f;V-^>X75 b\ 2-75 7-4-7;i/:*n-5- (4-* 

^•;l/-4H- Cl, 2, 4] iJ\,-X)]/7Y~M 

7V*0 [5, 4-b] fcf'Jv^-2— Ol/-^>X75 h\ 2-757-5- (4, 

5 _ i? ^^_4H- [1, 2, 4] h U 7^-^-3 -^^-^^7 

— N— (4-^h^^)V-^7V-)V-2-^)V) ^>X75h\ 2-75 

7-4-7;i/^0-5- (4, 5-> 5 /^-4H- [1, 2, 4] hU7V- 

;i/-3— r;i'-x;i'77-» — n- (4-7 h^y^)V-^7V-)V-2- 

-i)V) ^>X75b\ 2-757-4-7Mn- 5 - (4, 5-V73MP-4 
H- [1, 2, 4] HJ7V*-;i/-3— <;i/-7.;P7 7-;W -n- (4-7h 
*is*?)V-?7V-)V-2—VV) ^>X75b\ 2-757-5- (^7V* 

-ji/-2-^;v-7;V7 7-iV) -N- (4-^b+^f;i/-5 : 7y-;v-2 

^>X75 b\ 2-757- 5-7x/*->-N- (4-7 b^v75=- 
;U-^7l/-;i/-2-^;W ^>X75h\ 2-757-5-7x7^v-N- 

[4- (4-^^;v-4H- [1, 2, 4] hU7v*-;i/-2—r;i/-x;i'77 
-g l 7y-;i/-2— ^>X75 h\ 2-757-5- (4- 

7;i/^0-2-75 L ;l/X;l/^n;i/-7x7^'» -n- (4-^^-?7^/- 
;i/-2— fJW ^>X75h\ 2-757-5- (2-^^WM^-7x 
7*v) — N— (2-7^;i/-5 1 7^-;i/-4— f;V) ^>X75 KXte2 -7 
5/-3-7x7^>-5- (2-/5 1 M;V*rjV-7xy^7) — N— (4 
-7^-^7y-;i/- 2 — f ;» ^>X75 FlO^l^lif^S. 

*mw\zfa%^>X7$.mmmt, m^mz^^n^>m.tbx, #£Ts 
mmkmnm.tLT\z, mx\mB.m., 7vi\zmm&, m^mmm.. 37 

m&^QM^; 7^>x;^>m^ hU7J^D7^>x;u^>m^ x 

? >xM>mm£<Di&m7)vir)vz)i*>mm. >*M>wti&, p - 

h;i/x>xji/^>i?±g#<D7U-;i/7;i/^>mm; 7T;vm^, ^a^IsI, 7 
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x>m&, m&m&> i/a-vmrn, ^u-c>mm^<Dmwm&; r^;^5> 
wens. $5Ki*f6K©^«itt> aaift^«x»*fl!)tt[©»iiaD«, m 

b < ttzkfB^J t LT#& LT «fc V>. 

*%w\zmz<\:&mt, >xu><k»ttHJRir (i ddm, Usui in 

dependent diabetes mellitus) M>^'J 
ft&MBM (N I DDM, non-insulin dependent di 
abetes mellitus) ®£5£0*>r:/0*S££fciiDS^fl6"e* 

£fc, -f >X U >&M®MWm ( I DDM, insulin depend e 
nt diabetes mellitus) tt, flM5«fc-f >X 'J >#${£T 

>^ u >ttfftt»s*», *©*Hfc<ko, i ait i iatv^^a*^iissn 
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Na 




(1) (3) 




(5) (l-D 
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(Comprehensive Organic Synthes i s) , 16 
#, P e r g amon Presst, 19 91^ , *tl\zmV1t%feX 

N, N-^>^da^>;WM^$F, l-j>WU-2-7*P ; Efc!Uv J x? 
UMniJF, v7xX;i/7*77;*U;i/77b\ N, N' -^^v'-S^l/ 

#;M***-K n, n* -777-7x5 vW^V-K i -x^;i/-3- 
(3-> ? ^5 1 ;i'75y7°pbf;0 ^M^sFiti, ^□n^iim 7 

nn^< vttJVJQiyoV b U 7 V*- l - U b U 7 (-7*^1/ 

fclAfcJSfitfb^XJk N, N-7v7 DA+^WM^ 5 HX^>7 h U 
7V/-l-U;p-^'>-hU7 {p*7)VTS.S) 7*77*z7A^t7 

ffl^6n**36tLTtt, flAtf HJ^WI^SX hUx^;i/75>, N, 
N--7-T 77^1^x^75 7, N-^KM'JX N-^^l/fcf p>>7 
X N-.?WH!«*US», N, N-7^^7-'JX 1, 8--77-t?Hv7 
P [5. 4. 0] 77x#-7-X7 (DBU) , 1, 5-7iftf^7P [4. 
3. 0] Jir- 5-X7 (DBN) M3tt»5> ; fiA^U'7X 

4-y/w5; tru v>, tfpux ;h^t>, */u>xf*f v*7 0> 
^\zmxu h ux^;P75 >x»n, n- =m 77°p tf;px^;P75 >&&$m 

3-5>;fr;W?*W5 FXtt3-fcH 3, 4 --7k Hp- 4 -^V- 
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1, 2, 3-^>yhU77-i^We»n, *TbMx.&N-\iFu*i"< 

m^m^^vmm^ m&rs. mm&mmf ens, 

#notf;;]/A, 1, 2-v^pdx^x h'J^DDi^> ( N, N-i^5MP 
*;kk75b\ Pmx^X7.x;k H^^X^xik 7-fehxhU;k ^ 

b*>x* ^^neojg^^^^^ti^^ &mfcKjfcM.mm&<D&fr 

#£0iJ;U£&{t^WX £no*;kk, 1, 2— v^ODX^X 7-feh 
XbU;i/X«N, N-> ? ^5 : -;^;i/A75 H^^fjlT^So 

j£/&Bf PiUte, 0 . 5 9 6 B#W, $? * b < 3 2 4 mmr& 5. 
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~?7s <iy y 9 -»t->7 (Protective Groups 

in Organic Synthesis), T. W. Gree n^, W,2Wl, 
John Wiley&Sonsfr, 1 9 9 1 m , ^tUzmCttfeXfe 

(is 2) *xs«, ±exsiT»snfc75Hfls^« (3) ttt&m (4) 
t^js^siittiD'fb^ (5) siefi-rs^-e**. 

zit^m (4) oati, fflvi5ns^«R^»«oas-€-©ffioEJs*frfc«t 

Dgfc5j&i, SIif75/ff##: (3) l^iilMbT, 27I/S5 0M$», $r£b 

1. 8->>7lft?v'£P C5. 4. 0] 0><rtl-7 -X> (DBU) ,1,5 
-7iflf->#n [4. 3. 0] 5-X> (DBN) W3ffl||»$ 

u y^y u >^<z)^«75 > ; mxu^mts u ^a, h u >>a, 

&JS U ^«)A^©7JW U &JS ; h U £ A, U 2 A*® 

7;u# u&JB**te4fe ; flfctf s^A^cwi/* u&JR7;wwfc* ; 

«Atf*U9A- t e r t-^^-K ± b U 7AX3^- hX«^" h U £A 
U 7 A^©7;i/# U &JI?KM;4fc ; U £ A^©7;u* U MIKftt 

•jwnwsn, tnrfcflAtfw 3 »i7$ x 7;p* u «*#fl;«xtt7 
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#fc«fcB&fc*#. 75Ffc£* (3) 1S»CMI/TS^0 75S5 OS*, $F 

(IS 3) *lStt^« ; (5) £®tgLT, *5BWlc«*ft^« (1-1) 
=y$r;i^fcflv>Stt»»cfe (2) m Eft^txtfAtftS 

HA-tf^OD^^X ?DD>fcJl/A£©An^>fcM:**£. flAtfv'x?- 

;ix~r;k t e r t - * ^ux-tsjk xh^fcKn?? >m<DX.- 
xhu;w©xhu;HH, $j*.«^/-;k x*/-;u, 7n/v-;w&07 
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&foMM&tfRfaftm$wzmM2ntsi^&, -1 onmi o ores, »s 

L < 0 5 0 1 7?/5 2 0 EKgfS, ff* b < fct 1 7515 5 

C0J:5CUT#6n**5g98lcff«ft:'&« (I-l) tt, &»©*MB»«¥ 

SoWi*, 2 - ^ h^->i F+->^f J«lO«7J^^'>^M, 08*. 
fcJVX, t e r t-yf^->ij;^-JH#©Hi7i^+y*J^zM, 
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5)V*?Mt&tfi¥tfe>tL Z.tl^(Dot>> mz^^-JlM, x.9-)V&> t e r t — 
X, 1, 3-WV7>S, 1, 3-^7>*» 1. 3-5^-?>***« 

#tfe,n, enseal s?*?^*-;^ 1, 3-^t*V7>s«^ 

#*~>7>ak 1. 3-WV7>«, 1, 3-v^7>S, 1. 3-3^* 
*fS9ite'»*'fb-&«*«jfi'r* K:MS&oT«> £Jfr£»£ < Jiff 

E0<fc3fcl/r»&n<&fb#» (I-l) «u ^a©4MW»«#a, «*h» 
*&, *5SMK:fii*'fb-&«»T?»S (I-l) tt, TiE©l@K: < fcoT i &SSigT 
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Na 




(5 1 ) (1-1) 



±ibx@4, xg5xtttS6»c^vsTtt, umom, mmm. KfoMmm 

«7 * >/>iz: y^^om -ttiKUP Cfc^jSXtt C ft 5 £#JS £ 

2i0ci:5icbT#£n5^^ (6) * (5' ) ^©»m»«^a, 00 

aWBBfcfltefc-frto (1-1) tt, &&©#»gJm 0l*.tf*ft MJE^ 

±SBX@ 1 6 KiS^T, ^Sa©l^i«, £ft#S£©S£Rrtffr&«r© 

y>t'>7 ((Protective Groups in Orga 
nic Synthesis) * T. W. Green! ^2 US, John W 
i ley&Sons*h 199 1f> , *nfc*Cfc^StXttttl6 tUt* 
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AttWfcWu ±IB (I) Sfctffc (1-1) <7Mfc£W, M§tt$HPfcfc0!l*.«75 

^«ft#iuifttuTtt, vrntmrnm. jfcft7K*«», 3? 

x>lfc& SHm±S> S/aSTOfc TW>B«[*o*flfflK*[;R^^5> 

7*/^*>«»P073 y WLmo^mmx&zmmmttmtf s ztw 

fWBOWfcW:. »IBSc(D^ (08*.tt, 7^fX (Diabetes) , 
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H4 1167 IK- 1 6 7 7H» 1 9 9 6$Ug) Xtt^nCJpCfc^fefc 

u 3i?-^-x>if-f A*c*s^;m-x- 6 - u >ift Hoyt-w^3 

So 

uOTyt'fTfftJitSr ecomb inan t human liver 
GKIiFLAG fusion pro t e intbTE. col iOT^t, 
ANT I FLAG M2 AFFINITY GEL (Sigma) Tiilfc. 

7yfe-f 6 -we 11 plat e£fflV>T3 CCTffofc. Ass 

ay buffer (2 5 mM Hepes Buffer :pH=7. 2, 2 
mM MgCl 2 > ImM ATP, 0. 5mM TNAD, ImM dith 
i o t h r e i t o 1) £6 9 u l^ftU ft^ft©DMSO**^tt3>h 
D-;^UDMSO*l Ai liQfcfc. MT^l/T^^Enzym 
e mixture (FLAG-GK> 2 0U/ml G6PDH) 20#1£ 
S3fT&3 2 5mM 10M j&D*.> £jfc£TO£-fci: 

KffcUBi&tfe. 4 0 5 nm®8Bfc«©J«m£3 0#££fcl 0#WSI3feU 
<0 5^[BI©Jilni^S«^bT'^«©ffii&ffofc. FLAG-GK«1% D 

m s o^sett 5 fmvmytmwtofrifi o . o 5 a> e. 0 . 1 ©«£&:* & ? \zm 

{t£#l©GKfi^£*T$:^£LT, AC 2 0 0£/B^fco AC2 0 0CDS1 
te, DMSO3>hD-;PT0ODilSl 0 0%£U -£©2^ (2 0 0%) 

(I) T^$n^>±l3GK«ttWffl^ : t-r^^HJ©ft^^ 
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talk ttft^s«#Ufci©ojtolt«^o»*ftll^. vx*\z*onMU3&k 

&&m&, STK^frTT'MWbfc^ttlCRT^X (I8~11I^, n=5) 

-ffr&to*ftn«-£bfc. fcfc, #HB»tbTtt, ^n-^SH^tfcO. 5% 
^ u-xmWL&yy b\zmn&5-Vit. &&H£$J&#3 o#£lc»£ 
frK #6n3^»^6*C^ftffoTJlilll&»*bfc. Alt0jlitt«* 

&&m&msm) wmfiLmwM&rfe&hit. £sn&»ffi«, stu 

dent Tfcj£*HV*TaWr*frK *©iffiil^«FMg£#tfiL&. 
CHI] 
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250- 



200 



*P<0.05 vs. vehicle 



□vehicle 

Cpd-A 1 0mg/kg 
Cpd-A 30mg/kg 



E 



•B 150 



CO 
O 
O 

O) 

< 



100 




Time after glucose roading (min) 
(^1) 

±12 can \z^>x, cpd-An T&m&M3 z-zmizntcfcG®* 

JM, XKProc. Natl. Acad. Sci. 1995. 
92. 3096-3099) ZLftfc^tffc^&X&iin^ 

S&til 1 7iS 1 1 7 Oft^Kltt, {b£fc0GK?gtttt;1|g©i8K£ LXA C 2 0 
OltfcttBbT, iTIO /iMOTTf* 2 0 0fc©i5tt&wl/fc. tot, 

sstt^b-rscitfcfco, jftL»»TfEffl£^r©T?, ti^0?&»i;/xH 
*3Hilfc«*HK!5S (i) T?astt3fc#»tt, tfsttfl: 
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& £x>g?=:f-bU#A, t KD^v^Dtf;i/-fe;i/o-7^ yjufi — ;k 7 

Omg/kg«175Mft0fc»WT, IMPS4®«^tt. 0. OOlTiS 
1 0mg/kg£175£*®fc8#i"3©##*l^. 
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S^LT, 3 5 0 /imKT*tX( WOWif^o Jl©«g(lft;&7-fe 
)V&&\Z\tlX* 7±)VM t Ltc, 

mm 2 

mmn<Dik&<®}4 tmi 5$, am 6 as, asuttiz^n-* 2 1*, 

KJftU #V^f^"JLTMl 4 1 075M1 7 7 jamO*#$©SSgaiJiLfe. 

9mm 3 

9mm 2 tmm®*ferm®Mt:imLit& zvmmw 6^tMixxf7 
smz&^x, 9mm. mmm. #»«ic*D*»9i«*6ic*#wicRWT* 

^SWOiii'n?b^77H, yi/-h«hLTS i 1 i c age 1 6 OF 
24 5 (Merck) tfttafetUTUVtftfflSSfflVifc. ^^Afflv'U*^ 
ibXH Wakogel™ C- 3 0 0 m^MM) »7Affly'J* 
^tbTfcJu LC-SORB™ SP-B-ODS (Chemco)XttYM 
C-GEL™ ODS-AQ 1 2 0 - S 5 0 (OrttfcWSWr) 

i-Bu :-fy^5F;wa 
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n-Bu : n-y^;i/S 
t-Bu: t 
Me : pWI/g 
E t : 

Ph:7x-Jl/S 
i-Pr : -TVyatf;!/* 
n-P r : n-7u¥)Vm 
CDC 1 3 : m.^UUiis)VA 
CD 3 OD : m*$J-)V 
DMSO-dj : nV*J-)V7,)\>**i/Y 

Tie \zmm$m*%* ^ v mz.& nm^o^m^to 

s : i/ytfVv h 

d :V7VvY 

dd : ?7)\,?*?Vy h 

t : hUTVy h 

m : DV^-fVy Y 

b r : 7u — H 

q : A;Vfy h 

J :*y^U>^3£ft 
H 2 : 



4, 5 - y 7;i/tD - 2 P^lf 1 1 . OOg (4. 9 2mmol) © 

mt^u>mn (2 0mi) \z. n, n-^^;p*;^75 K2«h 

X&ttlfVJWUJ't HO. 51ml (5. 9 1 mmo 1 ) *STFU »T» 
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2-75/5^7^7-^4 9 3mg (4. 9 2mmo 1) <DWc^V>^U ( 1 
0ml) fcfcTU5»0. 9 1ml (9. 8 4mmol) SiPAfcft> MT, ft 

tnzntcw&u?^ \*(Dmk*?u>mwL (5m n s»tu iBTis 

5H#9 2 3mg (W: 6 6%) £^&0#<h bT#fc. 

#6n&75 H#9 2 Omg (3. 2 3mmol) <D7± h— HJJW£$1 0. 
0mnchUX^;W75>l. 3 5ml (9. 6 8mmol) Wl-^V- 
2 - ^M^hW 5^/-JH 4 3mg (3. 8 7 mm o 1 ) *JD#.» 

ftr&U -hD#5 5 2mg (W:4 5%) SJtfiHfrt LT#&. 

#Wc-ha#4 8 0mg (1. 2 7mmol) (ZHVyDAV-;!/ (2 0 
m 1 ) ROf|6ai*fc7 &#ltf16L (2ml) ©jl«[K:ttl» 2 . 4 g ZtinZ. 

fiS^'JAyM^^OTh^^ - (^nntfUPA : >^/-;v=8 : 1) 
fc«fcD»»U Si^ft2 7 0mg ( JR# : 5 5%) SefelSfttbT#fc. 
1 HNMR (CD 3 OD) 5:3. 79 (3H, s), 6. 51 (1H, d, J = 
11. 4Hz) , 6. 62 (1H, d, J = l. 0Hz) , 7. 00 (1H, d, 
J = l. 3Hz) , 7. 17 (1H, d, J = l. 3Hz) , 8. 04 ( 1 H, 
d, J = 8. 0Hz) 

ES I -MS (m/e) : 3 5 0 [M+H] + 

±mmmm 1 fcW*OjErttfc«k 0 , S&0T2 75S»SW 8 2 <Dte£#£#fc. 
KTlciiti?) ©fc'&'Ki oft, ©te-&$i cd^x-^^^To 

S3i£0iJ2 
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2 -7$y- 4 -7)v*u- 5 - ( i -*3=-;p- 1 h— i s^/-^- 2 -- 

X HNMR (CD 3 OD) 5:2. 33 (3H, d, J = l. 0Hz) , 3. 79 
(3H, s) , 6. 51 (1H, d, J = ll. 4Hz) , 6. 62 (1H, d, 
J = l. 0Hz) , 7. 00 (1H, d, J = l. 3Hz) , 7. 17 (1H, 
d, J = l. 3Hz) , 8. 04 (1H, d, J = 8. 0Hz) 
FAB-MS (m/e) : 3 6 4 [M + H] + 

mm\3 




2 -TS./-5 -^v-zjvyT-JV-N-^TV-jy- 2 -spy-soxr 

X HNMR (CD C 1 3 ) 5:2. 39 (3H, s), 6. 7 2 (1H, d, J = 
8. 5Hz) , 6. 97 (1H, d, J = 3. 6Hz), 7. 3 0-7. 3 7 (2 
H, m) , 7. 6 5 (1H, d, J = 3. 0Hz) 
FAB-MS (m/e) : 2 6 6 [M + H] + 

2-757-5- (2-;WFD^y-X^>7JV77ZJl/) — N— (4-^^ 
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'HNMR (CD 3 OD) 5:2. 30 (3H, d, J = l. 1Hz), 2. 91 
(2H, t, J = 6. 9Hz) , 3. 63 (2H, t, J = 6. 9Hz), 6. 
64 (1H, d, J = l. 1Hz) , 6. 76 (1H, d, J = 8. 6Hz) , 
7. 37 (1H, dd, J = 2. 1, 8. 6Hz), 7. 84 ( 1 H, d, J = 
2. 1Hz) 

FAB-MS (m/e) : 310 [M + H] + 
MM 5 




O NHj 

2-75 7- 5- (4 -75 / - 5 -X h3^>;ft jU#x;U- U $ v>- 2 — r 

ji/-^;i/7 7^) — n— (4-^^;i/-^7\/-;u-2— r;p) ^>X75F 

'HNMR (CD3OD) 6:1. 34 (3 H, t, J = 7. 2Hz), 2. 31 
(3H, d, J = l. 0Hz) , 4. 32 (2H, a, J = 7. 2Hz) , 6. 
63 (1H, s) , 6. 85 (1H, d, J = 8. 7Hz) , 7. 38 ( 1 H, 
dd, J = 2. 2, 8. 7Hz) , 7. 94 ( 1 H, d, J = 2. 2Hz) , 8. 
5 5 (1H, s) 

FAB-MS (m/e) : 431 [M+H] + 

mmw 6 




2-7$/- 5- (^ry-;i/-2— <;i/-7ji/7 7-;io -n- (4-2^2k 
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-^-77-;!/- 2 -<)V) ^>X7$ POWg 

X HNMR (CD 3 OD) 6:2. 31 (1H, d, J = l. 0Hz) , 6. 63 
(1H, s) , 6. 88 (1H, d, J = 8. 7Hz) , 7. 38 (1H, d, 
J = 3. 0Hz) , 7. 48 (1H, dd, J = 2. 1, 8. 7Hz), 7. 6 
2 (1H, d, J = 3. 0Hz) , 8. 13 ( 1 H, d, J = 2. 1Hz) 
FAB-MS (m/e) : 34 9 [M+H] + 



2-757-5-d lH-<5 ?V-)l>- 2 —i)V-*)\>y t~)V> 
— N — (4-/WFa^^^-f7';-Jh2-f^) ^>X75P<PW« . 
J HNMR (DMSO-d 6 ) 6:3. 64 (3H, s) , 4. 49 (2H, d, 
J = 6. 0Hz) , 5. 24 (1H, t, J = 6. 0Hz), 6. 74 ( 1 H, 
d, J = 8. 8Hz) , 6. 93 (1H, s) , 6. 94 (1H, s) , 7. 1 
6 (1H, dd, J = l. 6, 8. 8Hz) , 7. 29 (1H, s) , 7. 99 
(1H, d, J = l. 6Hz) 
FAB-MS (m/e) : 3 6 2 [M+H] + 

m&ws 



2-7$y-5- (iH- t)V-M7T—)V) -n- (4 





-/W Hn^v^9 1 ;i/-^7y-;i/- 2 — <;i/) ^>X7$ K<PW» 
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1 HNMR (DMSO-d 6 ) 5:4. 48 (2H, s) , 5. 2 2 (1H, br), 
6. 7 4 (1H, d, J = 8. 8Hz) , 6. 92 (2H, s) , 7. 17 (1 
H, s) , 7. 23 (1H, d, J = 8. 8Hz) , 8; 05 (1H, s) 
FAB-MS (m/e) : 3 4 8 [M + H] + 

mm 9 




2 -75. i - 5 - ( i Z 2if2kz iHz^L§^Vr2kz 2 z^fjk^Z2kZ*L^ik> 
— n— (4-/vr Hn^->^^-9 1 7y-;i/-2— f)V) *>X7JL££MM 

l HNMR (DMSO-d 6 ) 5:3. 88 (3H, s) , 4. 46 (2H, s) , 
5. 25 (1H, br), 6. 87 (1H, d, J = 8. 4Hz), 6. 90 (1 
H, s) , 7. 02 (1H, s) , 7. 40 (1H, s), 7. 52 (1H, s), 
7.6 2 (1H, d, J = 8. 4Hz) 
FAB-MS (m/e) : 3 9 4 [M+H] + 

mmm 10 




2-757-5- (4-X b^-z/tUVtf-fr- 1 H—i5^/-)V- 2 — fJV- 
7>)],7T-)V) — N— (4-A-f HD^'>^^>>l/-5 1 7l/-;l/-2— ^> 

'HNMR (CD 3 OD) 5:1. 33 (3H, t, J = 7. 1Hz), 4. 29 
(2H, q, J = 7. 1Hz) , 4. 60 (2H, d, J = 0. 9Hz) , 6. 
79 (1H, d, J = 8. 7Hz) , 6. 93 ( 1 H, d, J = 0. 9Hz) , 
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7. 39 (1H, dd, J = 2. 1. 8. 7Hz) , 7. 6 8- 7. 6 9 (1H, 

m) , 8. 00 (1H, d, J = 2. 1Hz) 

FAB-MS (m/e) : 4 2 0 [M + H] + 

mw\ 1 1 



2 -7 m - 5 - (1 ~ *^)]/~ !H--( 2 )l-Z)l>7 4 

— N — (4-/W Fn^yjl/-f 7!/-Jk 2 --fJP) ^>X7$ h*<P8Bgii' 
X HNMR (DMSO-d 6 ) 6:3. 70 (3H, s), 4. 46 (2H. s) , 
5. 21 (1H, br) , 6. 88 (1H, s) , 6. 89 (1H, d, J=8. 
8Hz) , 7. 03 (1H, s) , 7. 35 ( 1 H, s) , 7. 38 (1H, d, 
J = 8. 8Hz) , 8. 14 (1H, s) 
FAB-MS (m/e) : 3 7 8 [M+H] + 

mmm 12 



2-7$y- 5 -/m^j-^-N-fT^P [5, 4-b] h?U5?>- 

l HNMR (CDC 1 8 ) 6:2. 39 (3H, s), 5. 84 (2H, br), 

6. 74 (1H, d, J = 8. 4Hz) , 7. 34 (1H, d, 7 = 4. 8Hz) , 

7. 38 (1H, dd, J = 2. 0, 8. 4Hz) , 7. 61 (1H, d, J = 
2. OHz) , 7. 89 (1H, dd, J = l. 2, 8. 4Hz), 8. 81 (1 
H, dd, J = l. 2, 4. 8Hz) 

FAB-MS (m/e) : 3 1 7 [M+H] + 
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54 



m&mi 3 




2 -75.J-5 - (WVf FD^yX^- 1H- f 5^V-;i/-2 — 1)1- 
— N— (4-/WFD^^^-f7V-ih2-fJP) ^> 

X75 F« 

X HNMR (CD 3 OD) 6:3. 7 3 (2H, t, J=4. 8Hz) , 4. 2 
7 (2H, t, J = 4. 8Hz) , 4. 61 <2H, s) , 6. 74 (1H, d, 
J = 8. 8 Hz) , 6. 93 (1H, s) , 7. 04 (1H, s), 7. 2 7- 
7.3 0 (2H, m) , 7. 8 9 (1H, s) 
FAB-MS (m/e) : 3 9 2 [M + H] + 

SKiM 1 4 



2-75 7-5- (tf U5^>-2 — UV-*)V7T~)V) — N — (4-/VTP 

□^->^^;i—^7V > -;i—2—r;u) ^>X75 h<psw« 

X HNMR (CDC 1 3 ) 6:4. 44 (2H, d, J = 5. 2Hz), 5. 18 
(1H, t, J = 5. 2Hz) , 6. 81 (1H, d, J = 8. 4Hz) , 6. 

87 (1H, s) , 7. 04 (2H, br) , 7. 16 (1H, d, J = 8. 8 

Hz) , 7. 32 (1H, d, J = 8. 8Hz) , 8. 13 (1H, s) , 8. 

84 (2H, d, J = 8. 4Hz) 

FAB-MS (m/e) : 3 6 0 [M+H] + 
MM 1 5 
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OH 




2-757-5 - (1-** >7Ji/fr 1 H — f 5 2 — ■QV-7. 

)177~)V) -N- (4-1 ht^M^-f7!/-^- 2 

! HNMR (CDC 1 3 ) 6:1. 31 (3H, t, J = 7. 2Hz), 3. 4 
1 (3H, s) , 4. 30 (2H, q, J = 7. 2Hz) , 6. 69 (1H, d, 
J = 8. 4Hz) , 6. 88 (1H, d, J = 2. 0Hz) , 7. 32 (1H, 
d, J = 2. 06Hz), 7. 40 (1H, dd, J = 2. 0 Hz, 8. 4Hz), 
7. 74 (1H, s) , 7. 95 (1H, d, 3 = 2. 0Hz) 
FAB-MS (m/e) :46 8 [M + H] + 

mmm 1 6 



2-757-5- (ih- f5^/-;u-2 — r;u-x;i/7yn;i/) — N— (4 
-;W Hn^->^^l/- 5 - j7 DD-^7y-JV- 2 — f JP) ^>X75 FPU 

M 

l HNMR (CD 3 OD) 5:4. 56 (2H, s) , 6. 76 (1H, d, J 
= 8. 8Hz) , 7. 05 (2H, s) , 7. 34 ( 1 H, dd, J = 2. OH 
z, 8. 8Hz) , 7. 95 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 8 2 [M+H] + 
1 7 
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0 



CI 




2-7$/- 5 - (4, 5-^DD-lH — 2 -4 )V-7>)]/7 
T-)V) -N- (4-/W FD^^-f 7!/-^-2-^^) ^>X75 

X HNMR (CD 3 OD) 6:4. 60 (2H, s), 6. 79 (1H, d, J 

= 2. 0Hz) , 6. 93 (1H, s) , 7. 37 (1H, dd, J = 2. OH 
z, 8. 8Hz) , 7. 95 (1H, d, J = 2. OHz) 
FAB-MS (m/e) : 416 [M+H] + 

8K&ffl 1 8 



l HNMR (CD C 1 3 ) 6:1. 35 (3H, t, J = 6. OHz) , 1. 49 
-1. 92 (8H, m) , 3. 2 9-3. 3 3 (1H, m) , 4. 34 (2H, 
q, J = 6. OHz) , 5. 89 (2H, s) , 6. 66 (1H, d, J = 8. 
8Hz) , 7. 38 (1H, dd, J = 2. 0, 8. 8Hz), 7. 58 ( 1 H, 
d, J = 2. OHz) ,7.87 (1H, s) 
FAB-MS (m/e) :3 9 2 [M+H] + 

mmm 1 9 
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2-7^y-5-(i z2L£fc ih-t h^V-jv- 5 zdAziZi^Zz^M 

-N- (4-MHD^^-^7^-2-^Jl/) ^>X75FO« 

'HNMR (CD 3 OD) 6:4. 03 (3H, s) , 4. 60 (2H, s) , 
6. 82 (lH. d, J = 8. 8 Hz), 6. 88 (1H, s), 7. 43 (1 
H, dd, J = 2. 4Hz, 8. 8Hz) , 8. 01 (1H, d, 1 = 2. 4H 
z) 

FAB-MS (m/e) : 3 64 [M+H] + 
SBM2 0 




2 -757-5 - (2H- [1, 2, 4] h U 7 5 — f;i/-X;U:7 y ~ 

— n— (4-;w Ha^^^-f 7'/-;i/-2--f;i/) ^>X7$ho 

«g 

: HNMR (CD 3 OD) (5:4. 6 0 (2H, s) , 6. 8 1 (1H. d, J 
= 8. 8Hz) , 6. 93 (1H, s) , 7. 42 (1H, dd, J = 2. OH 
z, 8. 8Hz) , 7. 90 (1H, s) , 8. 01 (1H, d, J = 2. OH 
z), 8. 27 (1H, brs) 
FAB-MS (m/e) : 3 49 [M + H] + 

§81092 1 
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f~\ OH 



2-757-5- (¥W>-4—i)\,-X)V7T~)V) -N- (4-/WFD 

^^9-)v- : f-rv-)v-2-^ )V) ^yxmyomm 

X HNMR (CD 3 OD) (5:4. 57 (1H, s), 6. 91-6. 94 (2 

H, m) , 7. 04 (2H, d, J = 4. 8Hz) , 7. 40 (1H, d, J = 

8. 8Hz) , 7. 99 (1H, s) , 8. 23 (2H, d, J=4. 8Hz) 
FAB-MS (m/e) : 3 5 9 [M + H] + 

mmn2 2 



2-7S.;-5-(4-?UU-lH—i^yV-)l-2-'r)l-X)V7T-)V) 

-N- (4 -M Kn^^/^-f 7'/^- 2 --f Jl/) ^>X7$H<PHg 

'HNMR (CD3OD) 5:4. 6 0 (2H, s) , 6. 7 8 (1H, d, J 

= 8. 4Hz) , 6. 93 (1H, s) , 7. 05 (1H, s) , 7. 37 (1 
H, d, J = 8. 4Hz) ,7.97 (1H, s) 
FAB-MS (m/e) : 3 8 2 [M + H] + 

8£tf 2 3 



2-757-5- (ih- r$W-;p-2— r 7 -N- (4 

-7-fe^;u-^7^/-;i/-2— r;t/) ^>X75 point? 
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J HNMR (DMSO-d 6 ) 5:2. 52 (3H, s) , 6. 7 4 ( 1 H. d, 
J = 8 . 8Hz), 6. 90 (1H, s ) , 7 . 16 ( 1 H, s), 7. 24(1 
H, d, J = 8. 8Hz) , 8. 13 (2H, s) 
FAB-MS (m/e) : 3 6 0 [M + H] + 



2 -757 - 5->^P^yJl/7^77^-N- (4-/Vf Kp^v^^ 

*HNMR (DMSO-d 6 ) 5:1. 10-1. 30 (6H, brs), 1. 
6 0- 1. 7 5 (2H, brs), 1. 8 0- 1. 9 0 (2H, brs), 2. 
90-3. 00 (1H, brs) , 4. 47 (2H, s), 5. 20-5. 22 
(1H, brs) , 6. 71 ( 1 H, dd, J = 2. 8Hz, 8. 8Hz), 6. 
91 (1H, s), 7. 24 (1H, d, J = 8. 8Hz), 7. 93 (1H, 



2-757-5- <MW>-2-'()\s-7>)V77-)V) -N- (4-/WFD 

r HNMR (CD 3 OD) 5:4. 57 (2H, s), 6. 80-6. 92 (3 H, 
m) , 7. 08 (1H, dt, J = 5. 0, 7. 6Hz), 7. 42 (1H, d 
d, J = l. 6, 8. OHz) , 7. 59 (1H, dt, J = 2. 0, 7. 6H 
z) , 8. 01 (1H, d, J = l. 6Hz) , 8. 31 ( 1 H, d, J = 5. 




s) 

FAB-MS (m/e) : 3 64 [M+H] + 



mmm2 5 
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0Hz) 

FAB-MS (m/e) : 3 5 9 [M+H] + 




N 



OH 



2 -757-5 - (1H- (~jyV-JV-2-- ( )V-X)VyT-)l) -N- (4 
- [l-/Wh'P^>-l-/^-X^] -J-TV-)V-2-^)V) OX 
75 KOPSgg 

l HNMR (CD 3 OD) (5:1. 5 6 (6H, s) , 6. 7 4 (1H, d, J = 
8. 8Hz), 6. 87 (1H, s), 7. 05 (2H, s), 7. 33 (1H, 
d, J = 8. 8 Hz) , 7. 97 (1H, s) 
FAB-MS (m/e) : 3 7 6 [M + H] + 
«JB0I2 7 



2-757-5- (5-*^)l- [1, 3, 4] ^T^TV-JV- 2 -^Jl/-X 
)17t~)V) -N- (4 - A-f PDt->^;h?7y-;h 2 1>X 
75 F<PW» 

»HNMR (CDC 1 s ) 5 :2. 6 6 (3H, s) , 4. 6 3 (1H, s) , 
6. 86 (1H, d, J = 8. 4Hz) , 6. 88 (1H, s) , 7. 51 (1 
H, dd, 1 = 2. 0Hz, 8. 4Hz) , 8. 09 (1H, d, J = 2. OH 
z) 

FAB-MS (m/e) : 3 8 0 [M + H] + 
S10I2 8 
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2-7$/-5- (5-^;V-lH- [1, 2, 4] h U 7V-)V- 3 — f JU 

X HNMR (CD 3 OD) 6:2. 36 (3H, s) , 4. 60 (2H, s) , 
6. 79 (1H, d, J = 8. 8Hz) , 6. 93 (1H, s) , 7. 40 (1 
H, dd, J = l. 6Hz, 8. 8Hz) , 7. 98 (1H, d, J = l. 6H 
z) 

FAB-MS (m/e) : 3 6 3 [M+H] + 
m&M2 9 




2-757-5- ( 1 H-Y $^/-^- 2 - -f 7^) — N— [4 

- (l-MPDt'>-l^) -^7\/-Jl/-2— TJV] FCDfiBg 
l HNMR (CD 3 OD) 5:1. 50 (3H, d, J = 6. 8Hz) , 4. 8 5 
(1H, q, J = 6. 8Hz), 6. 76 (1H, d, J = 8. 8Hz), 6. 
89 (1H, s) , 7. 05 (1H, s) , 7. 34 (1H, dd, J = l. 5, 
8. 8Hz) , 7. 96 (1H, d, J = l. 5Hz) 
FAB-MS (m/e) : 3 6 2 [M+H] + 

wtm 3 0 




2-757-5- (lH-^5^/-;i/-5— QV~X)ly r=.)V) — N— [4 
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: HNMR (CD3OD) 0:1. 50 (3H, d, J = 6. 8Hz), 4. 85 
(1H, q , J = 6. 8Hz), 6. 76 ( 1 H, d, J = 8. 8Hz), 6. 

89 (1H, s) , 7. 05 (1H, s) , 7. 34 ( 1 H, dd, J = l. 5, 

8. 8Hz) , 7. 96 (1H, d, J = l. 5Hz) 

FAB-MS (m/e) : 3 6 2 [M + H] + 
§5»J3 1 



2 -75 y- 5 -(1 iH- r 5 ->f;p-x;i/7 7^) 
— n— (4- h u yfr* u ^7 2— Ok) ^>X7$H<o«g 

'HNMR (CD 3 OD) 6:3. 75 (3H, s), 6. 75 (1H, d, J = 
8. 8 Hz) , 7. 02 (1H, s), 7. 19 (1H, s), 7. 29 (1H; 
dd, J = l. 2, 8. 8Hz) , 7. 64 (1H, s) , 7. 95 ( 1 H, d, 
J = 1. 2Hz) 

FAB-MS (m/e) :4 0 0 [M + H] + 

mm\3 2 



2-757-5- (1 -^J1/-X^;V) -x;P7yn;i/-N- (4-/WFD 

'HNMR (CD3OD) 5:1. 21 (6H, d, J = 6. 8Hz), 3. 14 
-3. 18 (1H, m) , 4. 59 (2H, s) , 6. 76 (1H, d, J = 8. 
4Hz) , 6. 93 (1H, s) , 7. 34 ( 1 H, dd, 1 = 2. 4, 8. 4 
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Hz) ,7.83 (1H, d, J = 2. 4Hz) 
FAB-MS (m/e) : 3 2 4 [M+H] + 




2-7S7-5- (4-^^-4H- [1, 2, 4] h U 7 VWkz 3 — Uk 
-7.)V7T~)V) — N— (4-^^-f7'/-;P-2--f;|/) ^>X7$K<0 

MM 

'HNMR (CDgOD) 5:2. 32 (3H, d, J = l. 0Hz), 3. 71 
(3H, s) , 6. 62 (1H, d, J = l. 0Hz) , 6. 78 (1H, d, 

J = 8. 7Hz) , 7. 36 (1H, dd, J = 2. 2, 8. 7Hz) , 8. 0 

0 (1H, d, J = 2. 2Hz) , 8. 50 (1H, s) 

FAB-MS (m/e) : 3 4 7 [M + H] + 
SSiiM 3 4 




2-757-5- (4H- [1, 2, 4] Mj TV-fr- 3 — f;U->UK7 7^ 
M — N— (4-^^-^77-^-2-^^) ^>X75K<D» 
'HNMR (CD 3 OD) 5:2. 28 (3H, d, J = l. 0Hz) , 6. 5 9 
(1H, d, J = l. 0Hz) , 6. 75 (1H, d, J = 8. 6Hz) , 7. 
36 (1H, dd, J = 2. 2, 8. 6Hz) , 7. 97 (1H, d, J = 2. 
2Hz) , 8. 2 2 (1H, s) 
FAB-MS (m/e) : 3 3 3 [M + H] + 

mmz 5 
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2-75^-5- [1, 2, 4] h U TV-)V- 3 — QV 

-Z)17 7~)V) -N- [4- (l-bKn^>-X^) -^7V-JV-2- 

l HNMR (CD 3 OD) 5:1. 50 (3H, d, J = 6. 6Hz) , 2. 3 
7 (3H, s) , 4. 84 (1H, q, J = 6. 6Hz) , 6. 79 (1H, d, 
J = 8. 4Hz) , 6. 89 (1H, s) , 7. 40 (1H, dd, J = 2. 0 
Hz, 8. 4Hz) , 7. 99 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 7 7 [M+H] + 

mm\3 6 



2- 757-5- (2-bHP4 i '>^^-i-^5 l ;i/- iH- r 

3— ()V-X)Vy7=L)l) -N- (4 h h'D^y/^-f 7'/"Ji>- 2 - 1)V) 

X HNMR (CD 3 OD) 6:3. 75 (3H, s) , 4. 55 (2H, s) , 4. 
60 (2H, d, J = 0. 8Hz) , 6. 74, (1H, d, J = 8. 7Hz), 
6. 92 (1H, s) , 6. 99 (1H, s) , 7. 27 (1H, dd, J = 2. 
1, 8. 7Hz) , 7. 90 (1H, d, J=0. 8 Hz) 
FAB-MS (m/e) : 3 9 2 [M + H] + 
Ii«3 7 
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2-757-5- (s-*?)i7s.y- [1, 3, 4] tZ2Z±zJkzJ^d 

X HNMR (CD 3 OD) 6:2. 9 0 (3H, s) , 4. 5 9 (2H, s) , 6. 
84 (1H, d, J = 8. 8Hz) , 6. 93 (1H, s) , 7. 46 (1H, 
dd, J = 2. 0, 8. 8Hz) , 8. 05 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 9 5 [M + H] + 

mmi 3 8 



2-75 7-5- (5-i?*?)V75.S- [1, 3, 4] ?7 9 J7V-)V- 2 - 
-<)],-7>)V7 7~)V) -N- (4-/VT Fu*is*^)V-3 L 7 s /-)l- 2 [M 
^>X75 Fggi 

1 HNMR (CD 3 OD) 5:3. 05 (6H, s), 4. 59 (2H, s) , 6. 
84 (1H, d, J = 8. 8Hz) , 6. 93 (1H, s) , 7. 46 (1H, 
dd, 1 = 2. 0, 8. 8Hz) , 8. 05 (1H, d, 1 = 2. 0Hz) 
FAB-MS Cm/e) : 4 0 9 [M + H] + 
§mM3 9 




2 -757- 5 - (4, 5-^^^-4H- [1, 2, 4] HJ7*/-;P-3 
-^nV-?JV77=JV) — N— (4-/VT Ha^->^^;i/-^7\/-^-2— f 
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M ^>X75 K<PWffl 

X HNMR (CD3OD) 6:2. 42 (3H, s) , 3. 62 (3H, s) , 4. 
60 (2H, s) , 6. 78 (1H, d, J = 8. 8Hz) , 6. 93 (1H, 
s) , 7. 37 (1H, dd, J = 2. 1, 8. 8Hz) , 7. 97 (1H. d, 
1 = 2. 1Hz) 

FAB-MS (m/e) : 3 7 7 [M+H] + 
©jt0J4O 



2-75/- 5-(4-^^;i/- 1H- f *?V-)V-2-' f)V-Z)V7 7-)V). 
-N- (4-/W FD^^^^V-^y-Jh 2 --f JV) EtPfflg 

X HNMR (CD3OD) 6:2. 0 0 (3H, s) , 4. 6 0 (2H, s) , 
6. 74 (1H, s) , 6. 75 (1H, d, J = 8. 4Hz), 6. 93 (1 
H, s), 7. 32 (1H, dd, J = 2. 0Hz, 8. 4Hz) , 7. 93 (1 
H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 6 2 [M+H] + 

wtm 1 



2-757-5- (5-^5 L ;i/~4H- [1, 2, 4] h U 77-JI/- 3 — 

-7^77^) — n— (5-^^;i/-^77-;i/-2— r;i/) ^>X7$ho 

X HNMR (CDgOD) 5:2. 35 (3H, s) , 2. 38 (3H, d, J = 
1. 1Hz) , 6. 77 (1H, d, J = 8. 6Hz) , 7. 09 (1H, d, 
J = l. 1Hz), 7. 38 (1H, dd, J = 2. 0, 8. 6Hz), 7. 9 
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7 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 4 7 [M + H] + 
880! 4 2 




2-757-5- (4-*3 L )l-4H- [1, 2, 4] h U 7V-)V- 3 — (JV 

-xfryr-M — n— (5-xh^i/^;i/^-;i/-bfu> ? >-2— *fjio ^> 

X75 P(DW« 

l HNMR (CD 3 OD) 6:3. 72 (3H, s) , 3. 92 (3H, s) , 6. 
79 (1H, d, J = 8. 7Hz), 7. 38 (1H, dd, J = 2. 1, 8. 
7Hz) , 7. 96 (1H, d, J = 2. 1Hz) , 8. 3 0-8. 3 2 (2H, 
m), 8. 51 (1H. s) , 8. 91-8. 93 (1H, s) 
FAB-MS (m/e) : 3 8 5 [M + H] + 
MM 4 3 




2-757-5 - (4-*^;P-4H- [1, 2, 4] h U 7 3 — 1)1 
-Z)177-)V) — N— (4, 5-v ? ^^;i/-^7 N /-;i/-2— OP) ^>X7 

l HNMR (CD3OD) 6:2.17 (3H, s) , 2. 22 (3H, s) , 3. 
58 (3H, s) , 6. 75 ( 1 H, d, J = 8. 6Hz) , 7. 26 (1H, 
dd, J = 2. 2, 8. 6Hz) , 8. 09 (1H, d, 1 = 2. 2Hz) 8. 
5 7 (1H, s) 

FAB-MS (m/e) : 3 6 1 [M+H] + 
W&M 4 4 
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2-75/- 5- (5-^^;i/-4H- [1, 2, 4] h V7 S /—JV- 3 — f )\> 
-Z)V7 7~)l) -N- [4- (l-^^;i/-lH--rS^/~^-2— ()V- 
7JV77r.;M^) -^77^-2-^^] g>X7Sjj£H 

1 HNMR (CD 3 OD) 6:2. 38 (3H, s) , 3. 47 (3H, s) , 
4. 10 (2H, s) , 6. 54 (1H, s) , 6. 78 (1H, d, J = 8. 
8Hz) , 7. 04 (1H, d, J = l. 2Hz) , 7. 13 (1H, d, J = 
1. 2Hz) , 7. 40 (1H, dd, J = 2. 0Hz, 8. 8Hz) , 7. 9 
8 (1H, d, 1 = 2. OHz) 
FAB-MS (m/e) : 4 5 9 [M+H] + 

mmu 5 




2-7$y-4-7;^P-5- (4-^fJV-4H- [1, 2, 4] MJ7^/ 

-;i/-3--fji/-x;i/77^) — n- (4-^5^-5P7!/-;i/-2— r;i/) 

'HNMR (CD3OD) 6:2. 32 (3H, s), 3. 77 (3H, s), 6. 
56 (1H, d, J = l 1. 6Hz), 6. 62 (1H, s), 8. 13 (1H, 
d, J = 8. OHz), 8. 51 (1H, s) 
FAB-MS (m/e) : 3 6 5 [M + H] + 
U»\ 4 6 
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2-7$y-4-7;i/^D-5- (4, 5-y/^-4H- [1, 2, 4] h 

X HNMR (CD 3 OD) 6:2. 33 (3H, s) , 2. 43 (3H, s) , 3. 
67 (3H, s) , 6. 54 (1H, d, 1 = 11. 6Hz) , 6. 62 (1H, 
s) , 8. 11 (1H, d, J = 7. 6Hz) 
FAB-MS (m/e) : 3 7 9 [M+H] + 

mmH7 



2 -75/- 5 - (4-^^-5-hU7;^n^^;U-4H- [1, 2, 4] 
MJ7V/-JV-3— 1)\>-?.)V7t~)V) -N- (4-^^;U-^7V-;p-2 
— f ;W) ^>X75 POMg 

X HNMR (CD C 1 3 ) 6:2. 16 (3H, s), 3. 68 (3H, s), 
6. 47 (1H, s) , 6. 63 (1H, d, J = 9. 2Hz) , 7. 35 (1 
H, dd, J = l. 2Hz, 9. 2Hz) , 7. 87 (1H, d, J = l. 2H 
z) 

FAB-MS (m/e) : 415 [M+H] + 
M0H8 






2-7$7-5- (2, 5->^5P;l/-2H- [1, 2, 4] KUTV-jk— 3 
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= ^Q/ Z *jkZZ^2k) ~ N ~ U-^)V-^7^-)V-2—()V) ^yxr 

l HNMR (CD3OD) 6:2. 25 (3H, s) , 2. 33 (3H, s) , 3. 

84 (3H, s) , 6. 64 (1H, s) , 6. 79 (1H, d, J = 8. 8H 

z) , 7. 37 (1H, dd, J = 2. 0, 8. 8Hz), 8. 00 (1H, d, 
J=2. 0Hz) 

FAB-MS (m/e) : 3 6 1 [M+H] + 
9 



2-757-5- (4-^^;i/-4H- [1, 2, 4] h U 7V~)V- 3 — 

-xji/7^;v) -N- (4-^fjv-f7 > ;-^-2- ou) ^>X7$k<d 
MM 

X HNMR (CD3OD) (5:2. 32 (3H, d, J = 0. 8Hz), 3. 81 
(3H, s) , 6. 62 (1H, s), 6. 9 5 (1H, d, J = 8. 9Hz), 
7. 54 (1H, dd, J = 2. 2, 8. 9Hz) , 8. 26 (1H, d, J = 
2. 2Hz) , 8. 57 (1H, s) 
FAB-MS (m/e) : 3 6 3 [M+H] + 
®MM 5 0 



2 -757-5 - (2-^;V-2H- [1, 2, 4] h U 7 % /-)V- 3 — 
-7,;i/77-;i/) — N— (4-*?)l-^7V-)\s-2— Ql) ^>X75HO 

'HNMR (CDC 1 3 ) 6:2. 2 1 (3H, s) , 3. 8 4 (3H, s) , 6. 
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01 (2H, br) , 6. 69 (1H. d, J=8. 4Hz) , 7. 43 (1H, 
d, J = 8. 4Hz) , 7. 78 (1H, s) , 7. 83 ( 1 H, s) 
FAB-MS (m/e) : 3 4 7 [M + H] + 

m&\ 5 1 



2-7^7-4-^^^-5- IH-' fS.jr*S—)V-2— 1)1- 
7>)V7 7-)V) -N- U-* s ?)V-?7V-A'-2-~(M ^>X75 h*g>W 

s 

1 HNMR (CDC 1 3 ) (5:2. 35 (3H, s) , 2. 38 (3H, s) , 
3. 71 (3H, s) , 6. 51 (1H, s), 6. 56 (1H, s), 6. 9 
4 (1H, s) , 7. 03 (1H, s) , 7. 93 (1H, s) 
FAB-MS (m/e) : 3 6 0 [M+H] + 

§mms 2 



2-7$y-4-7;i/^P- 5- (4-^f;P-4H- [1, 2, 4] HJ7V 
-JV-3--fjl/-XJl/77^) -N- (4-hHP^^^-^7V/~;U- 

2— r;i/> ^>X75 nowg 

X HNMR (CD 3 OD) 3:3. 78 (3H, s) , 4. 60 (2H, s) , 6. 
5 8 (1H, d, J h -p=1 1. 4Hz), 6. 93 (1H, s), 8. 12 (1 
H, d, J h -f=7. 7Hz) , 8'. 5 2 (1H, s) 
FAB-MS (m/e) : 3 8 1 [M + H] + 

m&m 5 3 
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2-757-4-75^-5- (4-7^;U-4H- [1, 2, 4] HJ7l/- 
)V-Z-^)V-7s)Vyr^M -N- (4-^)1-^7'/-)]/- 2— jM ^ 
>X7S- KPilgg 

X HNMR (CD 3 OD) (5:2. 32 (3H, s) , 2. 34 (3H, s) , 
3. 71 (3H, s), 6. 63 (1H, s), 6. 73 (1H, s), 8. 0 
2 (1H, s) , 8. 48 (1H, s) 
FAB-MS (m/e) : 3 6 1 [M + H] + 
Sii 5 4 




2-757-5- (4-^5MW-4H- [1, 2, 4] hU7V-^-3— Ol/ 
-^;P77Zi;V) -N- (2-^^;U-^7y-;i/-4— TJU) ^>X75F<Z) 

MM 

X HNMR (CD3OD) 6:2. 65 (3H, s), 3. 72 (3H, s), 6. 
77 (1H, d, J = 8. 8Hz), 7. 36 (1H, dd, J = 2. 0, 8. 
8Hz) , 7. 51 (1H, s) , 7. 89 (1H, d, J = 2. 0Hz) , 8. 
5 2 (1H, s) 

FAB-MS (m/e) :3 4 7 [M + H] + 
WJ5 5 




2-757-5- (4-^Jl/-4H- Cl, 2, 4] h U 7*S~-)V- 3 — 
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-X)V7r-)l) -N- (6-^;i/-fcfU>?>-2— 1)1) ^>X7$ FOgl 

l HNMR (CD 3 OD) 6:2. 47 (3H, s) , 3. 7 3 (3H, s) , 6. 
78 (1H, d, J = 8. 7Hz) , 7. 01 (1H, d, J = 7. 7Hz), 
7. 36 (1H, dd, J = 2. 2, 8. 7Hz) , 7. 69 ( 1 H, t, J = 
7. 7Hz) , 7. 94 (1H, d, J = 2. 2Hz) , 7. 96 (1H, d, 
J = 7. 7Hz), 8. 51 (1H, s) 
FAB-MS (m/e) : 34 1 [M + H] + 

mm\5 6 




2-7^7-5- (5— f V7 p abf;i/-4-^5 1 ;i/-4H- [1, 2, 4] HJ 

7'/-;i/-3-^;i/-xjV7 7^) — n— (4-^)i-9-rv-)v-2— r 

: HNMR (CD 3 OD) a : 1. 32 (6H, d, J = 6. 9Hz) , 2. 32 
(3H, s) , 3. 0 9-3. 13 ( 1 H, m) , 3. 6 5 (3H, s) , 6. 
63 (1H, s) , 6. 77 (1H, d, J = 8. 7Hz) , 7. 35 ( 1 H, 
dd, J = 2. 2, 8. 7Hz) , 7. 99 ( 1 H, d, J = 2. 2Hz) 
FAB-MS (m/e) : 3 8 9 [M + H] + 
IIM5 7 




2 -7$y-4-7;U^-n- 5 - (5 - t e r t -^-4-^^-4H- 
[1, 2, 4] bU77-;i/-3— ()V-X)Vy7^)V) -N- (4-^5^- 
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l HNMR (CD3OD) 6:1. 43 (9H, s) , 2. 33 (3H, d. J- 
1. 0Hz), 3. 83 (3H, s) . 6. 63 (1H, s), 6. 78 (1H, 
d, J = 8. 7Hz) , 7. 35 (1H, dd, J = 2. 2, 8. 7Hz) , 8. 
0 0 (1H, d, J = 2. 2Hz) 
FAB-MS (m/e) :4 0 3 [M+H] + 
«Sfl5 8 



2-7S7-5- ( 2 -^^P- 2 H-g 3 
-<;i/-ZJV7 7^) -N- (4-^5 1 ;i/-5 : 77^-2-f;i/) ^>X7 
5 K<PH» 

l HNMR (CD3OD) <5 : 2. 32 (3H, s) , 3. 86 (3H, s) , 4. 
61 (2H, s) , 6. 63 (1H, s) , 6. 73 (1H, d, J = 8. 8H 
z) , 7. 18 (1H, d, J = 2. 0, 8. 8Hz) , 7. 58 (1H, s) , 
7. 8 1 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 7 6 [M + H] + 
ffiSM 5 9 



2 - 7 s / - 5 -xz-jwvy 7-)V-n- ( 4 - ^ tULzJ^i 2 

)V) ^>X75 F<PH» 

X HNMR (CDC 1 3 ) 6:1. 18 (3H. t, J = 7. 2Hz) , 2. 20 

(3H, s) , 2. 69 (2H, q, J = 7. 2Hz) , 6. 53 (1H, s) , 

6. 67 (1H, d, J = 8. 8Hz) , 7. 34 ( 1 H, dd, J = 2. 4, 

8. 8Hz) , 7. 61 (1H, d, J = 2. 4Hz) 
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FAB-MS (m/e) : 2 94 [M+H] + 



mmme o 




2-757-5- (£7V° C 5 » 4 ~ b ^ ^ 22z 2 t >±z2JkZ 

-n— (4-^^;u-^7i/-;i/-2— r;io ^>X75 pong 

X HNMR (CD 3 OD) 5:2. 2 8 (3H, s) , 6. 6 1 ( 1 H, s) , 6. 
93 (1H, d, J = 8. 8Hz), 7. 44 (1H, d d, J=4. 8, 8. 
4Hz) , 7. 53 (1H, dd, J = 2. 4, 8. 8Hz) , 8. 0 7 ( 1 H, 
dd, J = l. 6, 8. 4Hz) , 8. 19 (1H, d, J = 2. 4Hz) , 8. 
3 7 (1H, dd, J = l. 6, 4. 8Hz) 
FAB-MS (m/e) :40 0 [M+H] + 



2-757-5- (4-*^-4H- [1, 2, 4] HJ7V-;i/- 3 -- f ;U 



— Qk) ^>X7S K<PWg 

l HNMR (CD3OD) 5:2. 2 9 (3H, s) , 3. 7 1 (3H, s) , 4. 
66 (2H, s) , 6. 78 (1H, d, J = 8. 8Hz) , 7. 36 (1H, 
dd, J = l. 9, 8. 8Hz) , 8. 00 (1H, d, J = l. 9Hz) , 8. 
5 0 (1H, s) 

FAB-MS (m/e) : 3 7 7 [M+H] + 
M6 2 




-X)V7y-M — N— (5-kh , 0^y^9 1 JV-4-/fJl/-^7'/-^-2 
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2-757-5- (4-^>-4H- [1, 2, 4] h'J7'/-Jh3-f^ 

zZJkZX^M -N- (4-^h^^-^7'/-;K2-^;i/) 

l HNMR (CDjOD) <5:3. 40 (3H, s) , 3. 72 (3H. s) , 
4. 46 (2H, s) , 6. 80 (1H, d, J = 8. 8Hz) , 7. 00 (1 
H, s) , 7. 39 (1H, dd, J = 2. 0Hz, 8. 8Hz) , 7. 99 (1 
H, d, J = 2. 0Hz) , 8. 5 1 (1H, s) 
FAB-MS (m/e) : 3 7 7 [M+H] + 
3 



2-757-5- (4, 5-WJV-4H- [1, 2, 4] hU7V/-^-3 

--f;kX^7 7^) -N- (2-^^-f7'/^-4-^^) *>XT 

1 HNMR (CD 3 OD) «5:2. 42 (3H, s), 2. 65 (3H, s), 3. 

67 (3H, s) , 6. 53 ( 1 H, d, J = ll. 2Hz) , 7. 49 (1H, 

s) , 7. 9 9 (1H, d, J = 7. 6Hz) 

FAB-MS (m/e) : 3 7 9 [M + H] + 

mmi 6 4 



2-7S;-4-7MD-5- (4-/^l/-4H- [1, 2, 4] MJ7V 
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-JV-3 — 1)V-Z)I7T-M -N- (2-^^-^77-^-4-^^) 

X HNMR (CD 3 OD) 5:2. 6 5 (3H, s) , 3. 7 7 (3H, s) , 6. 
54 (1H, d, J = ll. 2 Hz) , 7. 49 (1H, s) . 8. 00(1 H, 
d, J = 8. 0Hz) , 8. 4 9 (1H, s) 
FAB-MS (m/e) :3 6 5 [M+H] 
gBM6 5 



2-7$y-5- (4-*gSfr-4H- [1, 2, 4] h U TV-)V- 3 — f 

-x;V77n;v) -N- (5-^^- [i, 3, 4] ^7V7^-)V-2-^ 

)V) ^>X75 H<OWg 

*HNMR (CD 3 OD) <5 : 2. 6 8 (3H, s) , 3. 7 1 (3H, s) , 6. 
80 (1H, d, J = 8. 4Hz), 7. 39 (1H, dd, J = 2. 0, 8. 
4Hz) , 8. 06 (1H, d, J = 2. OHz) , 8. 51 (1H, s) 
FAB-MS (m/e) : 3 48 [M+H] + 



2-7$y-5- (4— i , yynbf;p-4H- [1, 2, 4] MJ7 % A-;i/-3 
— — N— (4-^^;V-f7^-2-fJV) ^>X7 
$ HCDWg 

l HNMR (CDC 1 3 ) 6:1. 47 (6H, d, J = 6. 8Hz), 2. 33 
(3H, s) , 4. 62 (1H, sep, J = 6. 8Hz), 6. 00 (2H, 
br) , 6. 55 (1H, s) , 6. 69 (1H, d, J = 8. 4Hz) , 7. 
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44 (1H, dd, J = l. 6, 8. 4Hz) , 7. 96 (1H, d, J = l. 
6Hz), 8 . 26 (IE s ) 
FAB-MS (m/e) : 3 7 5 [M+H] + 

mtme 7 



2-75 7-5- (4-tert-^-4H- [1, 2, 4] MJTVz^k 
-3-^;i/-7;V7 7^) -N- (4-^)1-^7^-)}/- 2— 1)V) ^> 
X75 H<PW» 

X HNMR (CDCl 3 ) 6:1. 74 (9H, s), 2. 32 (3H, s), 5. 
98 (2H, br) , 6. 53 (1H, s) , 6. 70 ( 1 H, d, J = 8. 8 
Hz) , 7. 48 (1H, d, J = 8. 8Hz) , 7. 94 (1H, s) , 8. 
2 2 (1H, s) 

FAB-MS (m/e) : 3 8 9 [M + H] + 
SHfiftl 6 8 



3 -7$y- 6 -(1 ~^jv- 1 h-' f $ g^rikz 2 zrQkz^jkZ z^ik) 
-bf u 2 -^;i/^>m-^7V , -;i/- 2 — r;i/-7$ Fell 

X HNMR (CDC 1 3 ) 5:3. 75 (3H, s) , 5. 9 4 (2 H. br. s), 
6. 95-7. 0 5 (3H, m) , 7. 21 (1H, br. s), 7. 28 (1 
H, br. s) , 7. 51 (1H, d, J = 3. 9Hz) 
FAB-MS (m/e) : 3 3 3 [M + H] + 
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3-7$/- 6-(i zJi±Jkz 1H ~- i'5^/-;i/-2— 
-bfUv>-2-^;v^>^- (4-/^-^7^-;!/- 2— r;i/) -t$h 

X HNMR (CDC 1 3 ) 5:2. 3 9 (3H, s), 3. 73 (3H, s), 5. 
93 (2H, br. s), 6. 56 (1H, s) , 6. 91-7. 00 (2H, 
m), 7. 16 (1H, br. s), 7. 24 (1H, br. s) 
FAB-MS (m/e) : 347 [M+H] + 

rnma 0 



2-7$y- 5 -^->7^-h-N- (4-^^;i/-^7\/-;i/-2— r;u) ^ 

X HNMR (CD 3 OD) <5:2. 32 (3H, s) , 6. 63 (1H, s) , 6. 
87 (1H, d, J = 8. 8Hz) , 7. 47 (1H, dd, 1 = 2. 0, 8. 
8Hz) , 8. 08 (1H, d, 1 = 2. 0Hz) 
FAB-MS (m/e) : 291 [M+H] + 

w&m 1 1 



'HNMR (CDC 1 3 ) 6:2. 06 (3H, s) , 6. 58 (1H, s) , 7. 
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54 (1H, t, J = 8. 0Hz) , 7. 86 (1H, d, J = 8. OHz) , 
7. 99 (1H, d, J = 8. OHz) , 8. 20 (1H, s) 
FAB-MS (m/e) : 3 1 9 [M+H] + 




2-75^-5- (2-^h^>-7x^;P77^Jl/) — N— 
-^7V-)l>- 2-^)V) ^>X75 YomU 

: HNMR (CDC 1 3 ) 6:2. 26-2. 33 (3H, m) , 3. 90 (3H, 
s) , 5. 94 (1H, br) , 6. 52 (1H, d, J = l. OHz) , 6. 
72-6. 86 (4H, m) , 7. 09-7. 15 (1H, m) , 7. 41 (1 
H, dd, J = 2. 0, 8. 5Hz) , 7. 69 (1H, s) 
FAB-MS (m/e) : 3 7 2 [M+H] + 

m&mi 3 




2-75;-4-7MP-5- (4-^f^-4H- [1, 2, 4] HJ7V 

-;|/-3— t)V-7s)V7 7-)V) -N- (4-xh^->^;^-;i/-^7i/-;i/ 

X HNMR (DMSO-d 6 ) 6:1. 3 1 (3H, t, J = 7. OHz) , 3. 
64 (3H, s), 4. 29 (2H, q, J = 7. OHz), 6. 65 (1H, 
d, J h -f=1 1. 6Hz), 7. 29 (2H, brs), 8. 09 (1H, s), 
8.34 (1H, s) , 8. 5 7 (1H, s) 
FAB-MS (m/e) :4 2 3 [M+H] 
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.OH 



2-7$y-4-7;i/^q-5- (4 -*?)V- 4H- [1, 2, 4] HJ7'/ 
-JV-3--f;V-^77^) — N— (4-M^'>JV-f7y-;H2- 

: HNMR (CDC 1 3 ) 6:3. 8 1) 3H, s) , 6. 6 2 ( 1 H, d, J H 
_ F =11. 0Hz) , 8. 00 (1H, s) , 8. 21 (1H, d, J h -f=4. 
8Hz) , 8. 57 (1H, s) 
FAB-MS (m/e) : 3 9 5 [M+H] 
U&M 7 5 



2-7S7- 5-(l 1 2 --fJV-XJl/77r.Jl/) 

— N— (4-/^-f7^-2-fJV) ^>X75F<PWag 
'HNMR (CDC1,) (5:3. 45 (3H, s) , 3. 70 (3H, s) , 4. 
47 (2H, s), 5. 82-5. 86 (2H, brs) , 6. 64 (1H, d, 
J = 8. 8Hz), 6. 8 7 (1H, s), 6. 96 (1H, s), 7. 06 (1 
H, s) , 7. 37 (1H, dd, J = l. 6Hz, 8. 8Hz), 7. 88 (1 
H, d, J=i. 6Hz) 
FAB-MS (m/e) : 3 7 6 [M+H] + 
WkW7 6 
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2-75 7-5- (4-*9^-4H- [1, 2, 4] h U 7 V-)V- 3 — QV 

-*)V7t-)V) -n-^t7p [5, 4-b] bfUv>-2— r;w-^>X7 



X HNMR (DMSO-d 6 ) 6:3. 59 (3H, s) , 6. 80 ( 1 H, d, 
J = 8. 8Hz), 7. 30 (1H, d, J = 8. 8 Hz) , 7. 4 7. (1H, 
br) , 8. 07 (1H, br) , 8. 16 (1H, s), 8.44 (1H, d, 
J=4. 8Hz) , 8. 57 (1H, s) 
FAB-MS (m/e) : 3 84 [M + H] + 

ms.m 7 




2-757- 5-(l -^^;V-1H — (5.¥V-)l-2 — Q]/-7s)\s7 7~M 
-N-^7l/P [5, 4-b] fcfl) > ? >— 2 — f ;|/-^>X75 WMM 
X HNMR (CD 3 OD) 6:6. 79 (1H, d, J = 8. 8Hz) , 7. 07 

(1H, br) , 7. 24 (1H, br) , 7. 32 (1H, dd, J = 2. 0, 
8. 8Hz) , 7. 49 (1H, dt, J=4. 8. 8. 0Hz), 8. 02 (1 
H, d, 3 = 2. 0Hz) , 8. 10 (1H, d, J = 8. OHz), 8. 43 

(1H, d, J=4. 8Hz) 
FAB-MS (m/e) :3 8 3 [M + H] + 
MM 7 8 
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2-7S/-4-7;ktP-5- (4-^;i/-4H- [1, 2, 4] MJ7V 
-J|/-3--f^-XJV7 7-il/) -N-^T'/a [5, 4-b] fcfU> ? >-2- 

X HNMR (DMSO-d 6 ) (5:3. 62 (3H, s) , 6. 64 (1H, d, 
J = 12. 0Hz), 7. 47 (1H, br), 8. 05 (1H, br) , 8. 
33 (1H, d, J = 8. 7Hz) , 8. 44 (1H, br) , 8. 55 (1H, 
s) 

FAB-MS (m/e) : 40 2 [M + H] + 

mmi 9 




2-757-5- (4, 5-^^-4H- [1, 2, 4] HJ7\A-^-3 

— ov-^vyr-M — n— (4-^ h^'>^^;u-^7^/-;i/-2— f;i/) 

: HNMR (CD 3 OD) <5 : 2. 4 1 (3H, s) , 3. 3 9 (3H, s) , 
3. 61 (3H, s) , 4. 45 (2H, s) , 6. 77 (1H, d, J = 8. 
8Hz) , 6. 98 (1H, s) , 7. 36 (1H, dd, J = 2. 4Hz, 8. 
8Hz) ,7.97 (1H, d. J = 2. 4Hz) 
FAB-MS (m/e) : 391 [M+H] + 

08098 0 




2-75/-4-7;M-P~5- (4, 5 -*?*?)V- 4H- [1, 2, 4] h 
V7V-)l>-3 — VV-ZJl/yT—JV) -N- (4-* h^/^JU-^FV- 
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l HNMR (DMSO-d 6 ) 6:3. 14 (3H, s) , 3. 60 (3H, 
s) , 4. 38 (2H, s) , 6. 61 (1H, d, J = 12Hz) , 7. 06 
(1H, s) . 7. 18-7. 30 (2H, brs) , 8. 24 ( 1 H, d, J 
= 8. 0Hz) , 8. 54 (1H, s) 
FAB-MS (m/e) : 3 9 5 [M+H] + 

mmms 1 



2-7$7-4-7;M-a-5- ( 1 -*?)V- 1 H — f 5 

-7.)V7 7~)V) -N- (4-*h*5'* l ?-)V-5'7V~)l-2-' ()V) ^>X 

l HNMR (CDC 1 3 ) <5:3. 42 (3H, s) , 3. 76 (3H, s), 
4. 44 (2H, s) , 6. 08-6. 18 (2H, brs) , 6. 35 (1H, 
d, J = 10. 4Hz) , 6. 84 (1H, s) , 6. 93 (1H, s) , 7. 
02 (1H, s) , 8. 05 (1H, d, J = 7. 6Hz) 
FAB-MS (m/e) : 3 9 4 [M + H] + 

m&m'2 



2-7$;-4-7JPtD-5- (4, 5-^f^-4H- [1, 2, 4] h 

2 -- f;|/) ^>X7_§ HOW» 
X HNMR (CDC 1 ,) 6:2. 40 (3H, s), 3. 40 (3H, s), 3. 
59 (3H, s) , 4. 41 (2H, s). 6. 2 0-6. 2 8 (2H, brs), 
6. 30 (1H, d, J = 10. 8 Hz) , 6. 8 0 (1H, s), 8. 10 (1 
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H, d, J = 7. 6Hz) 
FAB-MS (m/e) : 40 9 [M + H] + 
WkM8 3 




2-757-5 - (g^/rfc Okz*ikZx^ik) -n- 
^^-^yy-Jl/- 2 — f ;p) ^>X75 K<PW» 

l HNMR (CDC 1 8 ) 5:3. 4 3 (3H, s) , 4. 4 5 (2H, s) , 
6. 2 4-6. 3 0 (2H, brs), 6. 51 (1H, d, J = 10. 8Hz), 
6. 88 (1H, s), 7. 19 (1H, d, J = 2. 0Hz), 7. 65 (1 
H, d, J = 2. 0Hz) , 7. 92 (1H, d, J = 6. 8Hz) 
FAB-MS (m/e) : 3 9 7 [M + H] + 

SSS018 4 




2-757-5- (^7VA-;P-2 — jJl^TJkZZ^M -N-^TVp [5, 

4-b] m u> ? >-2— pomm 

'HNMR (CD 3 OD) 5:6. 92 (1H, d, J = 8. 4Hz) , 7. 40 
(1H, d, J = 3. 6Hz), 7. 45-7. 49 (1H, m), 7. 53 (1 

H, d, J = 8. 4Hz) , 7. 63 ( 1 H, d, J = 3. 6Hz) , 8. 08 
(1H, d, J = 8. 0Hz) , 8. 22 (1H, s) , 8. 43 (1H, d, 

3 = 4. 8Hz) 

FAB-MS (m/e) : 3 8 6 [M+H] + 

mmi8 5 
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2 -757-5 - (2-^b^>-5-^^l/-7i/^» -N- 

5-7;i/^P-2--hO-^m«7. 84g (42. 4mmol) ©Ift 
*^V>mWL (10 0ml) \Z, *#T, N-i;^?Mil/A75F 
%.X$tt1?V)V!7U7'( K4. 07 ml (46. 6mmo 1) Wl, iTH 

2 -75y^7 % /-;W5. 80g (50. 8mmo 1) 0t^?l/>i§i (5 
0ml) {CbUX^75>7. 0 0ml (5 0. 8mmo 1 ) £in3-fc^, >Jc 

mznzntz&zuy't wmt^vymm (3 0mi) &?rFu m 

D?h^7^- (^tf> : WKx^;i/= 2 : 1) {cJ:DiftMb, 7SW*7. 
2 0 g (HX^ : 60%) %®M&mfttLTmco 

#^nfc75F#2 0 0mg (0. 7 1mmol) ON, N-itt^VfiVVA 
75 (1 0ml) fc^#U£A9 8 2mg (7. 1 lmmo 1) &#2 

-^h^>-5-^Wi7-Jl/9 8 2mg (7. llmmol) £iP;L, R 
0 OgTl 2P#F B m#bfc. EJS«&«JE»»U #£>nfcSfi£*>U 
»A7A^D7b^77^- (*stt> : iilfJVX^f;V= 2 : 1) 
^D^SJU -bO#2 7 8mg («: 9 8%) ^feH#:<hbT#fc. 

#e>tlfcxhn#2 4 7mg (0. 6 2mmol) (D-f V ynA/-)I/ (5m 
1) RMM^7>«»7A7jcM (0. 5ml) (73^CI»2. Og^JlO 
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m : 8 4%) z$m&mfo£bxmc. 

X HNMR (CDC 1 3 ) 6:2. 24 (3H, s) , 2. 32 (3H, s), 3. 
84 (3H, s) , 5. 46 (1H, b r) , 6. 52 (1H, d, J = l. 0 
Hz) , 6. 66 (1H, s) , 6. 74 (1H, d, J = 8. 9Hz) , 6. 
88 (2H, s) , 7. 06 ( 1 H, dd, J = 2. 6, 8. 9Hz) , 7. 1 
1 (1H, d, J = 2. 6Hz) 
ES I -MS (m/e) : 3 7 0 [M+H] + 

±mmm\s 3 i^^tLT, has inmammi 1 7©fls^«s»fc. 

8&0I8 6 



2 -7$;-5-7x/^'>-N-5 1 77-JV- 2 -- TJI/-^>X7$ H<OW» 
X HNMR (CDC 1 3 ) 5:5. 53 (2H, br), 6. 76 (1H, d, J 
= 8. 9 H z ) , 6. 83-6. 87 ( 3 H, m) , 7. 01 (1H, t, J = 
7. 3Hz) , 7. 08 (1H, dd, J = 2. 3, 8. 9Hz), 7. 25- 
7. 29 (3H, m), 7. 32 (1H, d, J = 2. 3Hz), 11. 61 (1 
H, br) 

FAB-MS (m/e) : 3 1 2 [M + H] + 
m&M8 7 



2-757-5- (4-^D ; e-7xy^» -N-f7V-^-2--f Jl/-^ 

>X7s e<pw« 

l HNMR (CDC 1 3 ) 6:5. 60 (2H, br) , 6. 75-6. 82 (3 
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H, m) , 6. 96 (1H, d, J = 2. 6Hz) , 7. 06 (1H, dd, J 
= 2. 6, 8. 3Hz) , 7. 3 7-7. 8 4 (4H, m) 
FAB-MS (m/e) : 3 9 2 [M+H] + 

m&ms 8 




2-7$;-5-7x;»->-N- (4-bHP^'>^^;i/-5 L T > /-;i— 2- 

J HNMR (CDC 1 3 ) 5:4. 38 (2H. d, J = 5. 2Hz), 5. 14 

(1H, t, J = 5. 2Hz) , 5. 53 (2H, b r) , 6. 76 (1H, d, 

J = 8. 9Hz) , 6. 8 3-6. 8 7 (2H, m) , 7. 01 (1H, t, J 

= 7. 3Hz) , 7. 08 (1H, dd, 1 = 2. 3, 8. 9Hz) , 7. 25 
-7. 29 (3H, m) , 7. 32 ( 1 H, d, J = 2. 3Hz) , 11. 61 
(1H, b r ) 

FAB-MS (m/e) : 3 4 2 [M + H] + 

mam 8 9 




2-757-5- (bf'J> ? >-4— ifr-ttis) -N- (4-*?)V-?7V 
-JV- 2 —iJl) ^>X75 E<Pg|g 

*HNMR (CD 3 OD) 5:2. 32 (3H, d, J = l. 0Hz), 6. 44 
(1H, s) , 6. 55 (2H, d, J = 7. 6Hz) , 6. 92 (1H, d, 
J = 8. 9Hz) , 7. 38 (1H, dd, J = 2. 7, 8. 9Hz) , 7. 8 
7 (1H, d, J = 2. 7Hz), 8. 03 (1H, d, J = 7. 6Hz) 
FAB-MS (m/e) : 3 2 7 [M + H] + 
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2-757-5- (2-*5Sfr-gU3?>-5 — 1 fr-tti/) -N- (4-^ 

l HNMR (CD 3 OD) 6:2. 29 (3H, d, J = l. 0Hz) , 2. 47 
(3H, s) , 6. 62 (1H, d, J = l. OHz) , 6. 85 (1H, d, 

J = 8. 9Hz) , 7. 04 (1H, dd, J = 2. 7, 8. 9Hz) . 7. 2 

1-7. 28 (2H, m), 7. 48 (1H, d, J = 2. 7Hz) , 8. 10 
(1H, d, J = 2. 6Hz) 

FAB-MS (m/e) : 34 1 [M+H] + 
®{3§0!I9 1 




2-757-5- (3-^fJl/-7x;^» -N- U-*?)V-?7V—)V 
- 2 —f ^>X75 F<PW« 

X HNMR (CD C 1 3 ) (5:2. 32 (6H, s), 6. 53 (3H, d, J = 
1. OHz), 6. 71-6. 77 (3H, m), 6. 86-6. 89 (1H, 
m) , 7. 08 (1H, dd, J = 2. 7, 8. 9Hz), 7. 16-7. 21 
(2H, m) 

FAB-MS (m/e) : 3 40 [M+H] + 
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2-7S;-5-7x/^>-N- (4- [2- (3, 5 -5?;*^JU-tf 

X HNMR (CDC 1 8 ) 5:1. 99 (3H, s), 2. 22 (3H, s), 3. 
09 (2H, m), 4. 21 (2H, m), 5. 70 (1H, s), 6. 43 (1 
H, s) , 6. 76 (1H, d, J = 9. OHz) , 6. 92 (1H, br. d, 
J = 7. 5Hz)., 7. 08 (2H, m) , 7. 22 (1H„ br. s), 7. 
2 5-7. 3 8 (2H, m) 
FAB-MS (m/e) : 4 34 [M + H] + 

nmw9 3 



2-7^7-5- (4-7MD-7x;^» — N— U^Lfik^fZ^ 

l HNMR (CDC 1 s ) 5:2. 14 (3 H, s), 5. 53 (2H, s), 6. 
51 (1H, s) , 6. 75 (1H, d, J = 9. 2Hz), 6. 78-6. 8 
3 (2H, m) , 6. 9 3-6. 9 7 (2H, m) , 7. 0 3- 7. 0 6 (2 H, 
m) 

FAB-MS (m/e) : 3 44 [M+H] + 

mmw9 4 



2-7^7-3, 5-y7x;^» -N- (4 -*9-)V-?7V-)V- 2 — 1 
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X HNMR' (CDC 1 3 ) 6:2. 31 (3H, d, J = 0. 9Hz), 6. 53 
(1H, d, J = 0. 9Hz) , 6. 76 (1H, d, J=2. 4Hz) , 6. 
88 (2H, dd, J = l. 0, 7. 7Hz) , 6. 91-7. 38 (9H, m) 
FAB-MS (m/e) :418 [M+H] + 
m&M9 5 




2-757-5- (2-^h^>-7i/^» -N- 
JV- 2 zdM ^>X75 FOWg 

X HNMR (CDC 1 3 ) (5:2. 25-2. 27 OH.m), 3. 86 (3H, 
s) , 6. 51 (1H, s) , 6. 73 (1H, d, J = 9. 2Hz) , 6. 8 
0-6. 90 (2H, m) , 7. 04-7. 10 (4H, m) 
FAB-MS (m/e) : 3 5 6 [M+H] + 
6 




2-757-5- (2-hHD=lr->-7iy^» — N- (4-^)V-9-7V 

X HNMR (CDC 1 3 ) 5:2. 27 (3H, s) , 5. 53 (1H, br), 
6. 52 (1H, s), 6. 18-6. 2 1(3 H, m) , 6. 94-7. 06 
( 3 H, m) , 7 . 1 4 ( 1 H, s ) 
FAB-MS (m/e) : 342 [M + H] + 
S«g0iJ9 7 
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2-757-5- (2, 4-y7MD-7x;^» -N- (4-^^-^ 

X HNMR (CDC 1 s ) <3:2. 15 (3H, s), 5. 51 (1H, br), 
6. 51 (1H, d, J = l. 0Hz) , 6. 71-6. 93 (4H, m) , 7. 
00-7. 09(2 H, m) 
FAB-MS (m/e) : 3 6 2 [M+H] + 



2-757-5- (2-hFD^^I/-7i;^» -N- (4-/^- 
£7jAzjkz 2 ~ fjtO ^>X75 KOPg 

: HNMR (xCDCl 3 ) 6:2. 20 (3H, d, J = l. 0Hz) , 4. 7 
3 (2H, s) , 6. 4 9 (1H, d, J = l. 0Hz) , 6. 6 7 (1H, d 
d, J = l. 1. 8. 1Hz) , 6. 72 (1H, d, J = 8. 9Hz) , 7. 
01-7. 16 (3H, m) , 7. 10 (1H, d, J = 2. 6Hz), 7. 3 
9 (1H, dd, J = l. 6, 7. 5Hz) 
•FAB-MS (m/e) : 3 5 6 [M + H] + 

w&m 9 9 





2-757-5- (2-7t^-7x/^» -N~ (4- ^)V-^7V- 
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1 HNMR (CDC 1 s ) 5:2. 16 (3H, s) > 2. 61 (3H, s), 5. 
63 (2H, brs) , 6. 5 0) 1H, s) , 6. 72 (1H, cL J = 8. 
4Hz) , 6. 78 (1H, d, J = 8. 4Hz) , 7. 04-7. 11 (2H, 
m) , 7. 20 (1H> sK 7. 27-7. 37 (1H, ra) , 7. 79 (1 
H, dd, J = 7. 7, 1. 8Hz) 
FAB-MS (m/e) :3 6 8 [M + H] 

mmmioo 



2-7$/- 5- [2- (l-bHn^-X^JV) -7x/^>] -N- (4 
-^^;i/-^7V > -^-2— W ^>X75 K<PW» 
J HNMR (CDC 1 3 ) 6:1. 56 (3H V d, J = 6. 6Hz) , 2. 27 
(3H, s) , 4. 59 (2H, brs) , 5. 21 (1H, q, J = 6. 6H 
z) , 6. 52 (1H, s) , 6. 71 (1H, d, J = 8. 6Hz) , 6. 7 
5 (1H, d, J = 8. 6Hz) , 7. 04-7. 11 (2H, m) , 7. 14 
-7. 18 (1H, m) , 7. 21 (1H, d, J = 2. 9Hz), 7. 50 (1 
H, d> J = 7. 3Hz) 
FAB-MS (m/e) :3 7 0 [M+H] 

mmmioi 



2-7^/-5- (2-^M^>-7x7^-» -N- (4-^^-f7V 

2 — oi>) ^>X7S Etp»a 
2 HNMR (DMSO-d 6 ) 6:2. 25 (3H, s) . 6. 73 (1H, s) , 
6. 81 (1H, d, J = 8. 9Hz), 6. 82 (1H, d, J = 7. 6Hz), 
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7. 00 (1H, dd, J = 2. 6, 8. 9Hz) , 7. 07-7. 12 (1H, 
m) , 7. 39-7. 42 (1H, m) , 7. 62 (1H, d, J = 2. 6 Hz) , 
7.7 1 (1H, d, J = 7. 6Hz) 
FAB-MS (m/e) :3 7 0 [M+H] + 

mtm 1 0 2 



2-75/- 5 - (2, 6-^h^>-7x;^» -N- (4-^^-^ 
77-;^- 2 — f ;U) ^>X7S H<Pfflg 

'HNMR (CDC 1 3 ) 6:2. 33 (3H, d, J = l. 1Hz), 3. 80 
(6H, s), 6. 52 (1H, d, J = l. 0Hz), 6. 65-6. 71 (3 
H, m) , 6. 9 8-7. 0 2 <2H, m) , 7. 11-7. 18 (1H, m) 
FAB-MS (m/e) : 3 8 6 [M+H] + 

mmi 1 0 3 



2 -75/- 5 - (2, 6-ytPD^>-7x/^» -N- (4->9\fr- 

f-TV-fr- 2 — f ;U) ^>X75 F<PMg 

: HNMR (CDC 1 8 ) <5:2. 30 (3H, s) , 6. 47-6. 50 (1H, 

m) , 6. 4 9 (1H, s) , 6. 5 4.- 6. 5 8 (3H, m) , 6. 9 4-7. 
0 3 (2H, m) 

FAB-MS (m/e) : 3 5 8 [M+H] + 

wtm 1 0 4 
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2 - 

TSZz 5- (2-^^;w7,;i/77-ji/-7xy^-» -n- (4-^^;u-^ 

7V-;l/- 2 --f ;W ^>X75 POPS? 

X HNMR (CDC 1 s ) 6:2. 26 (3H, d, J = l. 0Hz), 2. 46 
(3H, s) , 6. 51 (1H, d, J = l. 0Hz) , 6. 74 (1H, d, 
J = 9. 4Hz) , 6. 75 (1H, d, J = 9. 2Hz), 7, 0 5-7. 1 
1 (4H, m) , 7. 2 3-7. 2 6 (1H, m) 
FAB-MS (m/e) : 3 7 2 [M+H] + 

mmm 1 0 5 



X HNMR (CDC 1 3 ) <5 : 3. 3 4 (3H, s) , 4. 2 4 (2H, s) , 

5. 50-5. 70 (2H, brs), 6. 75 (1H, d, J = 8. 4Hz) , 

6. 84 (2 H, d, J = 7. 6Hz), 7. 01 (1H, t, J =7. 6Hz), 

7. 06-7. 09 (2H, m) , 7. 25 (2H, t, J = 7. 6 Hz) , 1 
0. 4-10. 5 (1H, brs) 

FAB-MS (m/e) : 3 5 6 [M+H] + 

smmi o 6 
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'HNMR (CDC 1 3 ) 6:6. 79 (1H, d, J = 8. 8Hz), 6. 83 
(2H, d, J = 8. 8Hz) , 7. 04 (1H, t, J = 8. 8Hz) , 7. 
10 (1H, dd, J = 2. 4, 8. 8 Hz) , 7. 26-7. 30 (3H, m), 

7. 31 (1H, dt, J = 4. 8, 8. 0Hz) , 7. 76 (1H, d, J = 

8. 0Hz) , 8. 49 (1H, d, J=4. 8Hz) 
FAB-MS (m/e) : 3 6 3 [M+H] + 

mmi 10 7 



2-75;-5-7x;^y-N- [4- (1-^^- IH-fS^/-;!/- 

2— r;i/-x;i/7T^;M^;u) -^7^-^-2— on ^>X7$Hg>w» 

'HNMR (CD C 1 3 ) (5:3. 40 (3H, s), 4. 15 (2H, s), 
6. 55 (1H, s) , 6. 75 (1H, d, J = 8. 8Hz) , 6. 87 (1 
H, s) , 6. 91 (2H, d, J = 7. 2Hz) , 7. 03-7. 11 (3H, 
m) , 7. 25 (1H, dd, J = 2. 8Hz, 8. 8Hz) , 7. 30 (2H, 
t, J = 7. 2Hz) 

FAB-MS (m/e) :4 3 8 [M + H] + 

m&mios 



2-757-5- (4-7^0-2-^^^-71;^) -N- (4-* 

: HNMR (CDC 1 3 ) <5:2. 31 (3H, d, J = l. 0Hz), 3. 84 
(3H, s) , 6. 53 (1H, d, J = l. 0Hz), 6. 5 6-6. 6 3 (1 
H, m) , 6. 73 (1H, d, J = 8. 8Hz) , 6. 74 (1H, d, J = 
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10. 0Hz) , 6. 84 (1H, dd, J = 5. 7, 8. 8Hz) , 7. 03 
(1H, dd, J = 2. 6, 8. 8Hz), 7. 06 (1H, d, 3 = 2. 6H 
z) 

FAB-MS (m/e) : 3 74 [M + H] + 

mmm 1 o 9 



2 -75/-3-7x;^>-5- (2-^^XJl/7 7^-7x/^-» - 
N- (4-^^;P-^7 N ./"^-2-^;i/) ^>X75 HOffgS 
»HNMR (CDC 1 3 ) 5:2. 27 (3H, s), 2. 43 (3H, s), 6. 
53 (1H, s) , 6. 7 2-6. 7 5 (1H, m) , 6. 77 (1H, d, J 
= 2. 5Hz) , 6. 90 (1H, d, J = 2. 5Hz) , 7. 03-7. 07 
(4H, m) , 7. 11-7. 2 3 (2H, m) , 7. 33-7. 38 (2 H, 
m) 

FAB-MS (m/e) :464 [M + H] + 

m&m 1 1 0 



2-757-5- (2-N, N-y7^7S;^^l/-7x;^» — N — (4 

'HNMR (CD 3 OD) 5:2. 30 (3H, s) , 2. 56 (6H, s) , 3. 
97 (2H, s) , 6. 63 (1H, s) , 6. 7 9-6. 8 8 (2H, m) , 
7. 02-7. 11 (2H, m) , 7. 2 6-7. 3 2 (1H, m) , 7. 43 
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(1H, d, 1 = 7. 5Hz) ,7.48 ( 1 H, s) 
FAB-MS (m/e) :3 8 3 [M+H]. + 



SiftM 1 1 1 




2-7$/- 5-7x7 ^->-N- [4- (4 -jWW- 4H- [1, 2, 4] 
X7§ H<PW« 

X HNMR (CDC 1 3 ) 5:3. 45 (3H, s) , 4. 39 (2H, s), 

5. 5 0-5. 7 0 (2H, brs), 6. 76 (1H, d, J = 8. 8Hz), 

6. 82 (1H. s) , 6. 92 (2H, d, J = 7. 6Hz) , 7. 06-7. 
11 (2H, m) , 7. 20 ( 1 H, d, J = 2. 4Hz) , 7. 3 1 (2H, 
t, 1 = 7. 6Hz) , 8. 09 (1H, s), 9. 7 0-9. 9 0 (1H, b 
r s) 

FAB-MS (m/e) : 4 3 9 [M+H] ¥ + 
mm\ 112 



2 -7$7- 5 - (4-7Jl/tD-2-/^Jl/77-^-7x/^» ~N 

- (4-^^;i/-^7 x /-;w-2— Qk) oxrs.WMM 

J HNMR (CDC 1 3 ) (5:2. 18-2. 23 (3H, m) , 2. 42 (3H, 
s), 6. 51 (1H, d, J = 0. 9Hz), 6. 68-6. 77 (3H, m), 
6. 8 4-6. 9 3 (1H, m) , 7. 04 (1H, dd, 1 = 2. 2, 8. 6 
Hz) ,7.10 (1H, d, 1 = 2. 2Hz) 
FAB-MS (m/e) : 3 9 0 [M+H] + 
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mm\ 1 1 3 




2 -7$/- 5- (4-7MP-2-^f;^;i/^-7i;^'» -N- 

(4-^^-f7 > /-JV-2--<Jl/) ^>X7$ ^(PWg 
: HNMR (CDC 1 3 ) 6:2. 18 (3H, s) . 3. 2 7 (3H, s) , 5. 
69 (1H, br) , 6. 50 (1H, s) , 6. 75 (1H, d, J = 8. 9 
Hz) , 6. 81 (1H, dd, J = 4. 0, 8. 9Hz) , 7. 06 (1H, 
dd, J = 2. 4, 8. 9Hz), 7. 13-7. 22 (1H, m) , 7. 31 

(1H, d, J = 2. 4Hz) , 7. 73 (1H, dd, J = 3. 0, 7. 3H 
z) 

FAB-MS (m/e) :42 2 [M+H] + 
§SS§M114 



2-7S/-5- (4-7;^p-2-^^;i/^;i/7^^;i/-7xy^-» -n 

- (4-^^-^77-^-2- aV) ^>X75HOPM 
^NMR (CDC 1 3 ) 6:2. 28-2. 34 (3H, m) , 2. 67 (3H, 
s), 6. 54 (1H, s), 6. 68-6. 80 (2H, m), 7. 01-7. 
09 (2H, m), 7. 28 (1H, d, J = 2. 7Hz), 7. 63-7. 7 
0 (1H, m) 

FAB-MS (m/e) : 4 0 6 [M+H] + 
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H 3 0/P n g 




H 

NH 2 

2-757-5 - (2-^^J^-JV-7x;^y) -N- (2-*^)l- 

X HNMR (CDC 1 3 ) (5:2. 62 (3H, s) , 3. 33 (3H, s) , 5. 
60 (2H, brs) , 6. 77 (1H, d, J = 8, 8Hz) > 6. 85 (1 
H> d, J = 8. 1Hz) , 7. 09 (1H, dd, J=8. 8, 2. 6Hz) , 
7. 20 (1H, dd, J = 7. 7, 7. 7Hz) , 7. 31 (1H, d, J = 
2. 6Hz) , 7. 50 (1H, ddd, J = 8. 1, 7. 7, 1. 6Hz) , 
7. 53 (1H, s) , 8. 05 (1H, dd, J = 7. 7, 1. 6Hz) , 8. 
8 6 (1H, brs) 

FAB-MS (m/e) :404 [M + H] + 

m&m 1 1 6 




NH 2 

2-7$/- 5- (2-*?-)\/Z)Vyj-)V-7x.;*z/) — N— 

-^7^-;i/-4-<;w ^>X75 F< 



J HNMR (CD C 1 3 ) 5:2. 64 (3H, s) , 2. 90 (3H, s) , 5. 
57 (2H, brs) , 6. 71 (1H, d, J = 8, 1Hz) > 6. 76 (1 
H, d, J = 8. 8Hz) , 7. 02 (1H, dd, J = 8. 8, 2. 6Hz) , 
7. 24 (1H, d, J = 2. 6Hz) , 7. 29 (1H, dd, J = 7. 7, 
7. 7Hz) , 7. 37 ( 1 H, ddd, J = 8. 1, 7. 7, 1. 7 Hz) , 
7. 54 (1H, s) , 7. 92 ( 1 H. dd, J = 7. 7, 1. 7Hz) , 8. 
7 3 (1H, brs) 

FAB-MS (m/e) : 3 8 8 [M + H] + 
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mmm 1 1 i 




(X 

2-7$;-3-7x7^y- 5 - (2-^?J^^-7x;t'» -N 

X HNMR (CDC 1 3 ) <5:2. 33 (3H, s), 3. 28 (3H, s), 6. 
54 (1H, s) , 6. 81 (1H, d, J = 2. 4Hz) , 6. 86 (1H, 
d, J = 7. 8Hz) , 7. 05 (2H, d, J = 8. 2Hz), 7. 16-7. 
22 (2H, m) , 7. 19 (1H, d, J = 2. 4Hz) , 7. 37 (2H, 
t, J = 8. 2Hz) , 7. 50 (1H, dt, J = l. 4, 7. 8Hz) , 8. 
04 (1H, dd, J = l. 4, 7. 9Hz 
FAB-MS (m/e) : 4 9 6 [M + H] + 
M m ± © ffl "J fll tt 
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it m (d m H 

(l) a (i) 



o 




(i) 

R x fct -S (O) p-A, -S- (O) Q-BXtt-O-DSwl (£ 

g^nx^T i fcJ;ViEli©c i -c i o 7;v*;i/g£jKU bs^dh:, *n 

y>H^X«R 10, rem^nTViTt)J;^itmX?^te©C 1-C6 7W 

x a *s^tNt^sc:ttt&Vi) , i (i i) 




(II) 

fD7'J (S^x P 7 U - )imteR 1 0 nt^TfeiW ( 21 

Hfcfcwr, R 10 «R ll XttR ll T?*lft$nWT'b*V>KflS7K***wl/, R 
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Any>®^, tFn+yS, Si©Cl-C6 7M;H, 

H^©C3-C6^7jC^ 77)\,*)im, N-7?)l*)V75.ym. N, N 
-V77)V3r)W^;m, 7y)V3rJV**i/m* 7 ; 7)l*r)Vt))V#-)m. N- 

77)V*)V%)vn : E<i)^ 7V-jm. 7U-;i^g> N-7U-;u7^y 
7U-;i^*->a, 7U-;i/7;i/*x;ps, 7U-;i/x;i/*n;i/^~>S, 
N-7U-;^;i/^;i/75 7*. 7y-;i7ji/7 7 : E-r;i^ N-7U-;i/# 
;w\^;^ 7n^)vm. 7p+vS, c2-c6 7;^y-f;i/«, N-C2 
-C6 7;^y-r;i'75y«, ci-c6 7^ji/ftl> N-ci-c6 7;i/ 
^x;i/7 7 ; e-r;us, n, N-^-ci-ceTW^Tt-fm c 

1-0 6 7^7^7^^1/1, C 1 - C 6 7)V^r)V7,)Vt^)Vm, N-Cl 

-C6 7;wi/7;^-;u75y^ c i-c6 7;m^>a > ci-c6 7;v 

j-7?)v&, -fy*^/u;Wfi, -fv^7v*u;pg, -rs^/u;^ w; 

^i/u;u«, fcfU'7;i/S, h^x;^, try^x;^ tfu^x;^, tf 
tfnu;^ tf^-;i/S, 7u;us, 7^ifx;i^ -rs^vus? 

x;i/g, ^h^fch'0 7 5x;i^ fcW^x;Ug, fcr^U>?x;i,g, tfnUv 5 

x;wk tjwjyak -fv3vu;i/X, -fvf>Ky;i^> -f>Ku;i>£, x 

o^v+yj-;n, ^>y-fs^/u;i/*, ^>y^-^yu;^> ^>V9- 
7W)im. ^>'/hV7^v)imxi,$^>V77-)m*7KT) ] -essns 

(2) 5£ (I) K£V>T, AOR^^Riiix^R^^a^^.nT^TfeJ;^ 

7yu;ps, -rsyyu^s, ^ityu;ua, ^7yy;i^ ^7^7v*u;p 

5Px-;i/», hU7VU;i/S, T-h^yj;!/*, fcfUv;US, tfU5~7x;i/ 
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77U;«SwL, *OBCR 1, #R lll XttR 111, ?lil$nTHTfei^R 
D©R 12 ^R 10 T«m$tlT^Tt)ctVi7x-;^ 

^ ^ u > 7 x y u l , fro d © r 1 0 &r 1 1 1 x a 

R 1I1 T«ift$nT^Tfe«kVittfl57K*ai**U R^R^tfR^XteR 111 
Tli$nTUTt)«tH^WS$iL, ^ (I I) T?*Sn«Afn7'J- 
;i/*CDR 10 ^R 112 X^R 112 T«m^nT^Tt)J;^b*m«^^L, fro 

a: (i i) ©AfDT'j-^myijji^, -f3^/u;ps, -fvw/u 

1, 2, 4-^7>>7V*U;i^ 1, 3, 4-?-7i?7VV)m, hV7 

)vm. /\u^>m^ tHn*^*, w»oci-c6 7;wn, »!*©<sfn 

C3-C9^b7jcmS> ryjv^rjm, 7>j-;i^ 7U-;i/3^g, 7n<;i/ 

C 1 - C 6 7;1/3^>'IX«C 1 - C 6 7J^^->*;V3)?-JHT^ D , R 112 

*;wx^E>f;uas, #;m^>;us> x^7t ; e<jH, HU7;^ 
PpWl/g, ADy>R?, hHn^S, 75JWV&. 7U-;US, 7U~ 

7U-;Px;p*n;i/S, ru^jvm, ja^ym, ttit©ci-C6 

7;U=^;i/*, C1-C6 7)Wl&*& C 1 - C 6 7)V*r)UW74—)m* 

c i-c6 7;v^;^;u^-;i/S, ci-c6 7;un^->s, ci-c6 7;m 
^^AM-Mxac 3 - C 6 ^jwvttismn&zmjm i iBmo 

(3) a (I) IC^HT, A©R 10 ^R 113 X«R 113 T»^|$tlT^T ! fcJ;^ 
ttWV)V& ?7*SV)m* 9-7i?7VV)m* h'J7V*U;i/S, 

^5 L l/>m->7x-JHXIitf'J K^7 N /U;!/gT£i3, B©R 10 frR 113 
Xf*R 113 T«m$nT^TfeJ;V^«^S-CafeO, D<DR 12 fr*R 10 -Cfi&£ 



WO 03/080585 



105 



PCT/JP03/03656 



nwTfc<kv>7x-m iry^-jm, trusts, i?v>^*>7i= 

JHXI^fl/>Wy7x^ST^!3, D©R 10 #R 113 XteR ll3 TS 
&£*IWT&£ V>lSWbzk**T?* 0 , R 2 ©R 1 0 *«R 1 1 3 X&R 1 1 3 TS$£n 

T^Tfc«fcv>ifrft^*ST*tK R ll8 #7K*jry\ HJ7* 
^•d^^s, /\ny>jR^ kFP+'>i, a^oci-c6T;p^s, a 

#<0*^C3-C9M^*ak Cl-C67^3+^ C 1 -C 6 7*3* 
i/**3j?njw», C l - C 6 7**;u^«X«C 1 - C 6 7)V*)VX)V*~)V 
ST?*0, ^ (I I) ©atO 7 U -JH©R 1 11 2 XttR 11 2 tf 
&3nWTfc±V>ftflHk*afT?fe?K 3(11) O^TD7'J-Wf77 

-fswvjvm. ^v^rvv&m. 1, 2, 4-^7sWj;m 

1, 3, 4 - ^75>7 7 U;Ki> hU77U*«, ^*U"7U;^ -fV*^7 

^>75^77U 1 iH«<ZMt£#l. 

(4) 5£ (I) fcfc^T* A<Z)R 10 #R 113 XteR 113 TttM£nWTt>cfc^ 
lfcflSzlc*aT&D, B©R 12 ^R 10 TSm$nTViTt)J;Vi7x-;US> -f ^ 
7U**, W/'JJH, ^77U*S, ^7^77 U**, HJ77U;Wfc 

7x-;H£Xttfc?U h*5 i 77U*ST*D, BCDR 10 ^R 113 X«R 113 T«^ 

x-*s> ^7^*s, tiuswak i5 : 1/>w>'7xx;hxb^5 1 v> 

^*^7x-**Tr*0, D0R lo ^R 113 X&R 113 Tg&$ftTV>Tt>ci; 

v^-fb7K*aiTf ft 0 , r 2 <z>r 1 °**r 1 1 3 x&r 1 l3 xm&i* nx^x%^mit 
ny>m^ t h p*->s> wmoc 1 - c 6 7***s, mk<D$m c 3 - c 

90Mt7K*£, Cl-C67Jm*^*, C1-C67;^*->*M-JH> 
C 1 - C 6 7;i/**5 L ^SX«C 1 - C 6 7; WP***-**"?* 19 , 
(II) 0R 10 ^, R ll4 X«R ll4 T«lfe$nTV>T'b-«kV^t:7K**T?»D» 

f 7'Jt-;h, 7>j-m«« ««©ci-c6 7***a^ ci 



WO 03/080585 



106 



PCT/JP03/03656 



- C 6 7)WV9-tm, C 1 - C 6 7;P3*5/*X»C 1 - C 6 7 )V 
#-JimT'$> *ft3&3 1 E«©<b£&. 

(5) 5£ (I) tOR^-S (O) p-A3t$2S- (O) q-BT&&lt*JS 

(6) 5S (I) 4 I OR 1 ^-0-DT^5W4t^5M. 

(7) s (i) +©x 1 Rtfx 2 ^fc'CHT*3S*#E3E«©fc£*. 

(8) 5* (I) tOX l R^X a ©-^*««*«**ll^3B«©ft'firtfc.. 

(9) 5£ (I) *0X 1 R^X 2 ^(CCH-eSM^4f3«©ft^o 

(1 0) ^ (I) 4'©X 1 WX 2 <7)-^gmii^T^^»^4|H«©^%. 
(11) flt3&gl75Sl 0<D\ f *?ftfr\Zftm<D{£&®$nfflj£frt?Z#)l3lr 

(1 4) 0©ViTn^{ct3«©^^SW^^iT5ilE#l©l& 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP03/03656 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C07D277/46, 277/56, 401/12, 417/12, 417/14, 513/04, 
417/06, A61K31/426, 31/427, 31/433, 31/437, 31/4439, 
31/506, A61P3/04, 3/10, 43/00 
According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 C07D277/46, 277/56, 401/12, 417/12, 417/14, 513/04, 
417/06, A61K31/426, 31/427, 31/433, 31/437, 31/4439, 
31/506, A61P3/04, 3/10, 43/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS (STN) , CAOLD(STN) , REGISTRY (STN) , MEDLINE (STN) , 
BIOSIS (STN) , EMBASE (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 
Y 


WO 00/039118 Al (ELI LILLY AND CO.), 
06 July, 2000 (06.07.00), 
Page 354 

& CA 2361149 A & EP 1140903 Al 
& JP 2002-533454 A 


I- 10 

II- 14 


Y 


WO 01/44216 Al ( F . HOFFMANN-LA ROCHE A.G.), 
21 June, 2001 (21.06.01), 
Pages 22 to 73 

& AU 2365201 Al & JP 2003-516980 A 
& US 6353111 Bl 


11-14 


Y 


WO 00/58293 Al ( F . HOFFMANN- LA ROCHE A.G.), 

05 October, 2000 (05.10.00), 
Pages 42 to 252, 331 to 333 

6 AU 3963000 Al & JP 2002-540195 A 
& US 2001/39344 A & EP 1169312 Al 


11-14 



fx] Further documents are listed in the continuation of Box C. Q See patent family annex. 



* Special categories of cited documents: 

"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing 

date 

tt L" document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later 



"T" later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
30 May, 2003 (30.05.03) 


Date of mailing of the international search report 
17 June, 2003 (17.06.03) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP03/03656 



C (Continuation), DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


Y 


WO 01/10865 Al (Takeda Chemical Industries, Ltd.), 
15 February, 2001 (15.02.01), 
Page 26; tables 

& EP 1205478 Al & JP 2001-114690 A 


12-14 


Y 


JP 58-69812 A (Chugai Pharmaceutical Co., Ltd.), 
26 April, 1983 (26.04.83) , 
Page 1; tables 
(Family: none) 


12,13 



Form PCT/ISA/210 (continuation of second sheet) (July 1998) 



hrus*? pct/jp 03/036 5 6 



a. ®m<Dm-rz#m<oftM mwnm&R d po ) 

Int. Cl' C07D2 77/4 6, 2 7 7/5 6, 40 1/1 2, 4 1 7/1 2, 4 1 7/14, 5 1 3/0 
4, 4 17/0 6, A61K31/4 26, 3 1/4 2 7, 3 1/4 3 3, 3 1/4 3 7, 3 1/4 4 3 9, 3 1/5 
06, A61P3/04, 3/1 0, 43/00 



Int. Cl 7 C07D2 77/4 6, 2 7 7/56, 40 1/1 2, 4 1 7/1 2, 41 7/14, 5 1 3/0 
4, 417/06, A61K3 1/4 26, 3 1/42 7, 3 1/4 33, 3 1/43 7, 3 1/443 9, 3 1/5 
06, A61P3/04, 3/1 0, 4 3/0 0 



HI^HSt?^ Lfcg^-x-*-*-* (f-*^-*©**, MSKttfflL&BB) 
CAPLUS (STN) , CAOLD (STN) , REGISTRY (STN) 
MEDLINE (STN) , BIOS IS (STN) , EMBASE (STN) 



C. 



SIJBiStiSfc© 






X 


W0 00/039118 Al (ELI LILLY AND CO. ) 2000. 07. 06 & CA 2361149 


1-10 


Y 


A & EP 1140903 Al & JP 2002-533454 A 




11-14 


Y 


W0 01/44216 Al (F. HOFFMANN-LA ROCHE A. G. ) 2001. 06. 21 £22-735 & 


AU 


11-14 




2365201 Al & JP 2003-516980 A & US 6353111 Bl 






Y 


W0 00/58293 Al (F. HOFFMANN-LA ROCHE A. G.) 2000. 10.05 £42-252H, 


J&33 


11-14 




1-333H & AU 3963000 Al & JP 2002-540195 A & US 2001/39344 A & 


EP 






1169312 Al 







* IIJBXIK©*?:*!)- 

fc© 

TEJ BffitfttBlltatfUrcfcttflmrc&Stf, B&miSB 

roj n*icj:3n*, fei, 

rpj HBKauRBffh*, froty&to&tn&tt&swm 



TTj BRttBB3UiCftBf^&*S;|ifc£ft-?*>oT 

©a#©fc»K:§iflji-3fc© 

TXJ WcH*©*6:fc|*"T!S>o-C» 3K£lt©*-?X9I 
©ffftttXfSMMfcP * v n i: # *. 6 ft* t> © 

TYj McflXpfcsXft-tfboT. 30DdR2:tt©ia 
±©*tti:©» S JMHcio-C S «■(•*> 
J:oTiijH4#*V*4:%*.feft«fc© 

r&j W— ^Vh7r5 9-X» 



HRBBSESr^TbfcB 

30. 05. 03 


B65SSS3!E«e©SB£B 

17.06.2003 


BRn*E»B©«ft&tfa>-cft 

B#B#£FJt (I SA/JP) 
fM3E#-§-l 0 0-8 9 1 5 
JOCtFf 1 ft B ESS* 5 HHT S 4 # 3 * 


WWffiES (ttl«©ifcSJ|&A) 
3cB» wis: 

0 3-3 5 8 1-1 1 0 1 P 


4P 9 8 3 7 


Hffi. 3 4 9 2 



t£i£PCT/I SA/2 1 0 (j&2"t-S?) (1 998^7^) 



mnmrn^ pct/jp 03/036 56 



WO 01/10865 AlflftPBlHaX3lttc*^4t)2001.02.15 #26J(&tf* & EP 1 
205478 Al & JP 2001-114690 A 

JP 58-69812 A(*^giigi#c5*:£tfc)1983.04.26 mWRXftt (7r«-4L) 



12-14 



12, 13 



iSPCT/ISA/2 10 OU't-Sftettft) (1 9.9 8^7^) 



